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THE RECRUDESCENCE OF VENEREAL DISEASES* 


BY 


Cc. S. NICOL, M.D., M.R.C.P. 
Physician in Charge, V.D. Department, St. Thomas's and St. Bartholomew's Hospitals, London 


It is important that we should be clear what we mean 
when we use the term “venereal disease.” The legal 
definition dates from the Venereal Disease Regulations 
of 1916 and the Venereal Disease Act of 1917. At this 
time, syphilis, gonorrhoea, and chancroid (soft sore) 
were the only venereal diseases in the eyes of the law. 
Since then, three further diseases—lymphogranuloma 
venereum, granuloma inguinale, and non-gonococcal 
urethritis (in the male)—have also been included in the 
Ministry of Health case returns from the V.D. clinics. 
If by venereal disease one means any disease usually 
transmitted by sex contact then certain non-gonococcal 
genital infections in the female, including trichomoniasis, 
and a number of other minor infections or infestations 
seen in both sexes might be considered. The inclusion 
of this last group clearly remains controversial. In 
future it might be better to drop the term venereal 
disease, with all the stigma attached to it, and merely 
refer to a group of sexually transmitted diseases which 
could be cared for, by a specialist who might be termed 
a genito-urinary physician, rather than a venereologist. 

The first warning to the medical profession against 
the post-war complacency about venereal diseases was 
given by King (1958). The figures of the new case 
returns (Ministry of Health, 1960) for England and 
Wales show the continuation of an adverse trend. The 
figures for syphilis have continued to decline, but those 
for gonorrhoea and non-gonococcal urethritis have 
risen sharply (Table I). Negro immigration has resulted 
in sporadic cases of rarer diseases, such as lympho- 
granuloma venereum and granuloma inguinale, being 
seen at the clinics. The total numbers attending the 
clinics are higher than before the last war, and, although 
many have no disease, most have run a risk; these 


TaB_e I.—New Cases Reported from the V.D. Clinics in England 
and Wales 


Non- — Total Cases 
Syphilis | Gonorrhoea| Chancroid "Urethritis 
(Male Only)| Conditions) 


1951 8,432 18,064 453 10,794 97,229 
1953 6,186 19,263 356 13,157 98,593 
1955 4,983 17,845 293 14,269 94,698 
1957 4,977 24,381 260 16,066 93,463 
1959 3,927 31,344 267 20,227 116,462 


figures support the impression that promiscuity is more 
widespread among the population, which receives every 
encouragement from certain books, daily papers. 
magazines, films, and television programmes. It should 
be clearly understood that the Ministry of Health 
returns do not indicate the true prevalence of venereal 
disease in this country, as cases diagnosed by general 
practitioners or by consultants in private practice are 
not included (Treatment of V:D. outside the Hospital 
Service, 1959). 

Let us consider the present situation in each disease 
or disease group in turn. (Chancroid is rarely seen now 
in this country and need not concern us.) 


Syphilis 

As we have seen, the continued decrease in the new 
cases of syphilis appears very satisfactory. It is possible, 
however, that this decrease is partly accounted for by 
the suppression of the early signs of the disease by 
the widespread use of antibiotics which have some 

“therapeutic effect on syphilis. These drugs are often 
used symptomatically, thus preventing a diagnosis being 
made. If they are not given in adequate dosage they 
will not cure early syphilis, which becomes latent and 
may in due course give rise to clinical late syphilis. 
Recently there has also been evidence of an increase in 
primary and secondary early syphilis in some clinics : 
a high proportion of these cases have occurred in homo- 
sexuals. This is shown from the statistics in two clinics 
in London (Nicol, 1960) (Table II). 

It is possible that an increasing number of people will 
have latent syphilis. In these cases the diagnosis depends 
entirely on the serological tests; therefore recent 
advances in this field are of the utmost importance. 
The standard serological tests for syphilis (S.T.S.) are 
either complement-fixation tests such as the Wassermann 
reaction (W.R.) or flocculation tests such as the Kahn 
or Price (P.P.R.) tests. It is now known that the S.T.S. 
do not demonstrate true syphilitic antibody but a sub- 
stance termed “ reagin,” part of the y-globulin fraction 
of serum. Reagin may be present in certain patients 


*Based on an address given at the B.M.A. Annual Clinical 
Meeting, Middlesbrough, ober, 1960. 


TaBLe II.—IJncidence of Homosexuals Among New Male Cases Seen at Two London V.D. Clinics (S.B.H. and §.T.H.) 
in 1959 (From “ The Practitioner’’) 


Early Syphilis Gonorrhoea Non-gonococcal Infection No Venerea! Disease | Tete! 
S.B.H. | S.T.H. Total S.B.H. | S.T.H. Total S.B.H.| S.T.H.| Total | S.B.H. | S.T.H. Total 
Total .. - 12 45 57 136 971 1,107 241 1,071 1,312 424 1,358 1,782 | 4,258 
Homosexual .. 8 10 18 (31-6%) 15 133 | 148 (13-4%) 11 32 43 (33%) 6 47 53 (3-6%) | 262 (61%) 
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with other acute or chronic diseases, in post-inoculation 
states, and in pregnancy. This gives rise to acute or 
chronic false-positive (B.F.P.) reactions, which have 
often resulted in a diagnosis of latent syphilis being 
made. As a result of the work of Nelson and Mayer 
(1949), new tests for true syphilitic antibodies have 
been introduced. It is now well: established that the 
treponemal immobilization (T.P.I.) test differentiates. 
between syphilis and B.F.P. reactions, and also confirms 
clinical late syphilis in certain cases when the S.T.S. are 
negative. Unfortunately the T.P.I. cannot differentiate 
between various treponemal diseases such as syphilis 
and yaws (Wilkinson, 1954). Thus differential diagnosis 
remains a difficult clinical problem in many negro 
patients attending the clinics. 

Unfortunately, as the T.P.I. technique is complicated, 
the test is done only at a research centre such as the 
V.D. Reference Laboratory. However, a newer test 
for syphilitic antibody, the Reiter protein complement- 
fixation (R.P.C.F.) test, can be done easily in any 
laboratory and gives about 90% agreement with the 
T.P.I. results. It is suggested that to ensure an accurate 
diagnosis of latent treponemal disease (syphilis or yaws) 
the W.R. and R.P.C.F. should be done as routine clinic 
tests ; if either test is positive, they should be repeated 
with the addition of a quantitative P.P.R.; at the same 
time half the specimen should be sent to the V.D. 
Reference Laboratory for a T.P.I. test (Foster, Nicol, 
and Stone, 1959; Sequeira, 1959). 


Gonorrhoea 


A marked rise in the number of cases of gonorrhoea 
has occurred in the last few years (see Chart). This has 
occurred in spite of the fact that penicillin, given as a 
single intramuscular injection of 600,000 units, still cures 
over 90% of the patients. For various reasons there 
has been a failure to control the disease. 


1939 1941 1943 1945 1947 1949 1951 1953 1955 1957 1959 
Incidence of gonorrhoea, 1939-59 


Repeated Reinfection—Because it is so simple to cure 
gonorrhoea many patients run repeated risks and may 
have several infections in any one year. The official 
returns are made of the number of new cases. This 
figure was compared with the number of patients 
infected in seven large clinics in 1957—7,531 cases 
among 5,757 patients—confirming that repeated infection 
has not been uncommon (Ministry of Health, 1959). 

Immigrants——There is evidence that gonorrhoea 
occurs in a high proportion of immigrants of all races 
(Laird, 1958). This usually happens after their arrival 
in this country. In recent years a large number of negro 
immigrants from the Caribbean area have settled in 


London and other large cities; in some clinics they 
comprise a high proportion of the new patients. A study 
of a group of such immigrants in one clinic showed that 
about half of the males had had recent sexual intercourse 
with white women (Nicol, Brinton, Bird, and Rigden, 
1960). 

Penicillin-resistant Strains ——Two studies have shown 
that some strains of gonococci have become partly 
resistant to penicillin, and about 20% of strains fell into 
this category; it was possible to correlate this with 
clinical failure (Curtis and Wilkinson, 1958 ; Craddock- 
Watson, Shooter, and Nicol, 1958). It may be advisable 
in such cases to give a much higher penicillin dosage 
(say 1.8 mega units) or to use another effective antibiotic. 

Reservoir of Infection—In the great majority of cases 
men with gonorrhoea are unable to trace their infecting 
female contacts ; some women in this group are prosti- 
tutes, but many are amateurs. This group forms the 
“reservoir of infection” of the disease. It is a most 
important factor, because a high proportion of women 
with gonorrhoea have no symptoms of the disease 
(Willcox, 1959). Contact tracing is the only method of 
bringing this group of women to the clinic for examina- 
tion and diagnosis; but at present only a very small 
proportion of these contacts can be traced, and this 
reservoir of infection in women remains constantly 
“topped up” (Nicol, 1956). Another very disturbing 
factor is the increasing proportion of teenagers infected 
with gonorrhoea. In a recent study by the British 
Cooperative Group it was found that the increase in 
cases of gonorrhoea for 1957 to 1958 in the 18-19 
age-group was 27% in females and 36.3% in males 
(King and Wisdom, 1960). In a recent analysis of 464 
prostitutes examined in.Holloway Prison it was found 
that 36% were teenagers ; of the 145 teenage prostitutes 
examined 48.9% had gonorrhoea (Keighley, 1960). 


Non-gonococcal Infection of Genital Tract 


This condition is probably sex-transmitted in most 
cases, although chemical or physical trauma and genital 
infection secondary to disease of the upper renal tract 
have to be excluded. 

The condition is moe easily diagnosed in the male. 
and cases in this category have increased each year since 
1951, when statistics were first available (Ministry of 
Health, 1960). In the female sex-contact urethritis. 
vaginitis, or cervicitis may be found, but it must be 
admitted that in some patients there are no abnormal 
physical signs. This type of disease can at present be 
divided into only two main groups, owing to our lack 
of knowledge in spite of continuing research. 

1. Genital Infection due to Trichomoniasis.—Tricho- 
monas vaginalis is found in up to 15% of male patients 
with non-gonococcal urethritis (Whittington, 1957) : 
and it is usual to find a similar infection in the female 
sex-contacts (Catterall and Nicol, 1960). On the other 
hand, if the male sex-contacts of women with the much 
commoner trichomonal vaginitis attend the clinic for 
examination, it is more difficult to show corresponding 
evidence of infection. However, it is essential to 
examine an early-morning smear (E.M.S.) and inspect 
the all-night urine; this sometimes indicates minimal 
urethritis. If the E.M.S. is negative, culture of urethral 
scrapings or of prostatic secretion may identify the 
T. vaginalis. It has been possible to demonstrate present 
or past urethritis of some type in about 90% of men 
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in this category (Nicol, 1958), and Watt and Jennison 
(1960) found T. vaginalis in 60% of the husbands of 30 
women with trichomoniasis. 

A new drug, metronidazole (“ flagyl”), discovered in 
France has now been used in this country in the treat- 
ment of trichomoniasis (Durel, Roiron, Siboulet, and 
Borel, 1960). It is effective when given by mouth 
(200 mg. t.d.s. for seven days) in over 80% of female 
patients ; they need no local vaginal therapy. T. vaginalis 
can also be eliminated in males with a similar course of 
treatment (Rodin, King, Nicol, and Barrow, 1960). 
Treatment must be considered for male contacts with 
urethritis but in whom the T. vaginalis is not found, 
and for males who are shown to have reinfected their 
female contacts. 

2. Genital Infection of Unknown Aetiology.—The 
majority of cases of non-gonococcal genital infection are 
of unknown aetiology, although it has been suggested 
that a virus (Siboulet, 1955) or pleuropneumonia-like 
organisms (Klieneberger-Nobel, 1959) may be the 
infective agent. The signs and symptoms are in general 
similar to those of gonorrhoea, but the incubation period 
is somewhat longer, the course more chronic, and relapse 
more frequent. The most crippling complication is 
Reiter’s syndrome (or disease). In this condition 
urethritis is followed by polyarthritis, conjunctivitis, 
and skin and mucous-membrane lesions termed “ kerato- 
dermia blenorrhagica”; some patients develop sacro- 
iliitis, which is indistinguishable from that seen in 
ankylosing spondylitis (Oates, 1958). It is now thought 
that similar complications occurring in patients with 
gonorrhoea are identical to Reiter’s syndrome—that is, 
concomitant gonococcal and non-gonococcal urethritis 
(Ford, 1953). This is supported by the fact that in 
these cases it has not been possible to identify Neisseria 
gonorrhoeae in joint fluid. 

The treatment of non-gonococcal infection is 
empirical, and it therefore seems reasonable to give less 
expensive therapy with streptomycin and a sulphonamide 
drug than that of a more expensive tetracycline drug. 
There is little difference in satisfactory clinical response 
(about 70%) in each (Jelinek, 1957), but it should be 
noted that the urethritis will resolve in six to eight 
weeks with a placebo in about 60% of cases (Gartman 
and Leibovitz, 1955). It also seems logical to treat the 
female sex-contact, who often shows evidence of 
cervicitis. It can be argued that treating the female 
may at least prevent reinfection of the male contact. 


The complication of Reiter’s syndrome may result in 
many weeks of hospitalization ; there is no evidence that 
treatment with phenylbutazone or with the cortisone 
drugs is more than symptomatic. 


Lymphogranuloma Venecreum 

Although this condition may occur in whites it is 
more likely to be seen in recently arrived negro 
immigrants ; patients usually present with the “ inguinal 
syndrome,” a suppurative adenitis with multiple dis- 
charging sinuses. The deep iliac glands may also be 
enlarged and tender ; if this occurs on the right side the 
patient may be misdiagnosed as having acute appendicitis 
(pseudo-appendicitis syndrome) (Galbraith, Graham- 
Stewart, and Nicol, 1957). 

The late manifestations of this disease, either with 
genital oedema and ulceration or with rectal ulceration 
leading to stricture formation (particularly in the female), 
may now occasionally be seen. 


Foster, W. D., Nicol, C. S 


Granuloma Inguinale 
This disease of the negro is still rare but has been 
reported in this country in recent years (Knight and 
Fowler, 1956). The early lesions on the genitalia can 
be like either a primary chancre or an early carcinoma ; 
the diagnosis can be made by finding the Donovan 
bodies in the mononuclear cells from a scraping of the 


lesion. 
Epidemiology 

The control of venereal diseases must depend on the 
tracing of infecting and infected contacts. In this 
country this is done on a voluntary system by handing 
contact slips to the infected patients. In order to get the 
best results it is essential to have the help of a highly 
trained social worker. The local health authorities can 
also help by sending a welfare officer to visit those who, 
having initially attended, default before treatment is 
completed. 

Lastly, I would like to make a plea to general 
practitioners to send patients to the nearest available 
clinic for diagnosis before giving any form of treatment. 
particularly antibiotics. You may think that the present 
situation as I have described it does not give rise to 
complacency. It is essential that the whole medical 
profession should become aware of this dangerous 
recrudescence of venereal diseases. 


REFERENCES 
Catterall, R. D., and Nicol, C. S. (1960). Brit. med. Hd , 1177. 
Cradock-Watson, J. Ey Shooter, R, A., and Nicol, C. S. (1958). 


Ibid., 1, 1091. 
Curtis, F. R., and Wilkinson, A. E. (1958). Brit. J. vener. Dis.. 


Durel, P., Roiron, V., Siboulet, A., and Borel, L. J. (1960). Ibid., 


Ford, D. K. (1953). Ibid., ay 
A. H. (1959). Ibid., 35 


Galbraith, H.-J. C. W., and Nicol, C. § 
(i957). Brit. 4 
Gartman, E., and 74955). Brit. J. vener. Dis.. 31 


92. 
Jelinek, G, (1957). Ibid., 33, 156. 
Keighley, E . (1960). Lancet, 2, * 


King, A. J. (1958). “oe 

— ‘and Wisdom, 11960). "Roy. Soc. 80, 412. 

Klieneber; er-Nobel, E (1959), Brit. med. J., 

Knight, oy * and Fowler, W. (1956). Ibid., 1, 980. 

Laird, S. (1958). Brit. J. vener. Dis., 34, "137. 

Ministry or ‘Health | a for the Year 1958 (Part Il), 
pp. 59 and 252. M.S.O., London 

— (1960). “the Year (Part II), pp. 66 and 218. 
H.M S.O., London. 

ae 9g R. Ny, and Mayer, M. M: (1949). J. exp. Med., 89, 369. 

Nicol, S. (1956). Brit. J. vener. Dis., 32, 27. 
Praciition 34 

ractitioner, 
—— Brinton, M.. Bird is Rigden, M. S. (1960). Brit. 
ates, i 
Rodin, P., King, A. 8 Nicol, C. S., and Barrow, J. (1960). 


Ibid., 36, 
Sequeira, J. L. (1959). 139. 


Siboulet, (1955). Ibid., 
of Venereal Outside the Hospital Service 


(1959). Ibid., 35, 
Watt, L., and Jennison, R F. (1960). Ibid., 36, 163. 


Whittington, M . J. (1957). Ibid., 33, 80. 
E. (1954) Ibid., 30, 144. 
Willcox, R. R. (1959). Practitioner, 182, 328. 


Building work has now started on a new selection centre 
for laboratory animals at Carshalton. It is expected that 
this will be completed by about August this year. This 
centre will be used to maintain primary-type colonies of 
mice and rats of various strains, both inbred and non-inbred, 
under conditions of the strictest isolation and hygiene— 
that is, under pathogen-free, but not germ-free, conditions. 
(Laboratory Animals Centre News Letter, No. 21.) 
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AND 
J. K. STEWARD, M.D., M.R.C.P., D.C.H. 


Lecturer in charge of the Children’s Tumour Register, 
Manchester University 


None of the many changes in medicine during the past 
25 years has been more striking than the alteration in 
the pattern of children’s diseases. Tumours, which 
before the introduction of antibiotics accounted for 
only a small proportion of the total number of deaths 
in children, have been brought into sharper relief ; in 
1958 they were the second commonest cause of death 
— the ages of 1 and 15 years (Registrar-General, 

60). 

The fact that children with tumours are treated in 
many different centres makes it difficult for large series 
of cases to be collected. To try to overcome this 
difficulty, information about these patients has been 
recorded in the Manchester Children’s _Tumour 
Registert since September, 1953. Inclusion of a child 
in the Register has depended on notification of the case 
to the tumour registrar by the clinician or pathologist 
concerned. When a case was notified the registrar made 
a copy of the hospital notes and obtained whatever 
pathological material was available. In addition, he 
interviewed the parents to obtain a fresh clinical history 
and other information, which is detailed below. Sections 
of non-leukaemic tumours were submitted to a panel of 
seven pathologists.t The cases were followed up after 
six months and then at yearly intervals. A diagnosis 
was assigned on the basis of the panel’s histological 
reports, the clinical picture, the subsequent progress of 
the case, and the necropsy findings, except for 
leukaemia, the diagnosis of which was based on the 
reports of the hospital pathologists. 

Children were included in the Register only if the 
following conditions were fulfilled: (1) They were first 
_seen by a consultant because of their tumour after 
September 1, 1953; (2) They lived in the Manchester 
Hospital Region, which consists of considerable portions 
of Lancashire, Cheshire, Derbyshire, and Westmorland, 
and contains approximately one million children; (3) 
They were under 15 years of age. 


*This paper is a shortened version of a thesis submitted to 
University by. one of us (J.K.S.) for the degree 


M 

t“ The Manchester Children’s Tumour Register ’’ will generally 
be called Register in this communication. 

{This panel has consisted of the following patholo “44 
Professor A. C. P. Campbell, of S. 
Farber, of Boston, U.S.A.; Dr. R. aareg, of the 
Royal Hospital for Sick Children, Edgborgh: De Marsden, 


of the Royal Manchester Children’s Hospital, Pendlebury; Dr. 
H. Russell, of the Christie Hospital, Manchester; Professor R. A. 
Willis, of Penzance, Cornwall; and Dr. L. L. R 
Hall Children’s Hospital, Manchester. 


. White, of Booth 


The first condition was made because, if any analysis 
of cases collected during a given period of time was to 
be carried out, some date had to be selected in the 
history of each tumour to determine whether the patient 
could be included in that particular analysis. The only 
date in the clinical history of the disease which could be 
determined with certainty in every case was that at 
which the child was first seen by a consultant because 
of the tumour, and this date has been used in all the 
analyses. 

Both benign and malignant tumours were included, 
but frank hamartomas were not. However, since it is 
sometimes difficult to define exactly the borderline of 
neoplasia, some diseases of doubtful nature have been 
included. Eosinophilic granuloma, Hand-Schiiller— 
Christian disease, Letterer-Siwe disease, and calcifying 
epithelioma were, perhaps rather arbitrarily, regarded 
as tumours. 


Types of Tumours 


Before drawing any conclusions from the relative 
frequency of the various tumours included in the 
Register, two tests of the completeness of the survey 
were carried out: 


1. The medical officers of health provided lists of children 
who had died, and on whose death certificates there was 
mention of neoplasms (including leukaemia). According to 
these returns, 284 children in the Manchester Hospital 
Region died from tumours during the four years 1954-7. 
From September, 1953, to September, 1957, 263 fatal cases 
were included in the Register. (By fatal cases is meant those 
patients who, in an assessment in 1960, had died or who 
by the nature or state of the disease would very probably 
die.) If the incidence and type of fatal tumours and the 
survival time of the children were constant, the number 
included in the Register up to September, 1957, but not 
shown in the M.O.H. returns (since they died after 1957) 
should equal those shown in the M.O.H. returns but not 
included in the Register (since they attended a consultant 
before September, 1953). It appears, therefore, that over 

°%, of the number of fatal cases actually occurring in the 
region have been included in the Register. 

2. It was reasonable to expect that some children with 
non-malignant tumours treated in parts of the region distant 
from Manchester might not be notified to the Registry. 
However, as will be seen later, the children included were 
on the whole, evenly distributed throughout the region 
indicating that all the clinicians and pathologists were equally 
mindful of this survey. 


On the evidence of these two tests of the completeness 
of the survey, it is probable that the cases included in 
the Register (see Table I) give a fairly true picture of 
the types of tumours in children in the Manchester 
Region. It will be seen that in 24 cases the diagnoses 
were made on purely clinical evidence. These cases 


TasLe I.—Cases Included in Register, September, 1953, to 
September, 1958 


Reticulo-endothelial (leukaemias, 129; others, 41 (2)) . 170 (2) 
Nervous system (gliomas, 85 (1 D; ‘sympathetic, 40 (2); 3 
retinoblastomas, 18) .. 143 (13) 
Connective tissue o 56 
Nephrogenital ridge (Wilms 25 others, 31 (1) 
Teratomas .. 25 (1) 
Epithelial 18 


ali t, unclassified 
Third ventricular .. es és 


470 (24) 
Figures in parentheses indicate the number of purely clinical diagnoses. 


* The group with ‘‘ Ewing’s tumours” have been separated largely on the 
basis of their clinical behaviour. We believe that some, at least, are slowly 
growing neuroblastomas. This matter will be discussed in a later com- 
munication. 

Third-ventricular tumours osed on clinical evidence have 
been put in a separate class since it is impossible to know their nature. 
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have been included as the availability of pathological 
material depends on the situation of the tumour, and a 
series containing only pathologically proved cases tends 
to be selected. , 
Prognosis 

The condition of the 361 patients included between 
September 1, 1953,.and September 1, 1957, was assessed 
in 1960, when the children had been watched for at 


least two years. The prognosis of the individual types 


of tumour is shown in Table II. 


TaBLB II.—Prognosis of Cases Included up to September, 1957 


Well (ro abl 
an e y 
Total Dead | (Possibly | Not 
Cured) Cured) 

Leukaemias 98 97 0 1 

Others .. 34 24 3 7 
Nervous system: | 

Gliomas 68 42 20 6 

Sympathetic 31 25 6 

Retinoblastomas “ 17 3 14 
Connective tissue .. & 38 21 16 1 
Nephrogenital 

Wilms’s .. in 17 13 4 

Others 3 1 
Teratomas .. 19 17 
Epithelial 14 4 10 
's tumour ”’ $ a 1 

ignant, unclassified a 5 4 1 

Third ven ventricle diag- 

nosis) -. a 2 0 2 
Miscellaneous 7 2 5 

Total vid ae 361 246 | 98 17 


*It is assumed that the following conditions wil] probably prove fatal: 


(1) leukaemia or Hodgkin’s disease; (2) any malignant tumour if it 


after treatment; and (3) tumours of the brain-stem and third ventricle. 


Influence of Treatment on Prognosis 

In the management of a child with a tumour a 
decision must first be made whether any treatment is of 
value and whether it should be radical or palliative. The 
treatment policy in 359 of the 361 cases included up to 
September, 1957, is known, and is shown in Table III. 

In assessing the value of radical treatment attention 
is directed to the 97 children included prior to Septem- 
ber, 1957, who remain alive and well and have a chance 
of being cured after having been followed up for two 
or more years after treatment. The treatment given to 
these 97 children is shown in Table IV. 


III.—Treatment Policy in 359 Cases 


No Treatment 
Radical | Palliative 
or After sidered 
Death | Ineffective 
Leukaemia 82 7 7 
Other reticulo-endothelial . 13 17 4 
Gliomas ; 41 4 20 3 
Sympathetic 18 a 6 3 
Retinoblastomas .. 17 
Connective tissue .. 37 1 
Wilms’s 17 | 
Other nephrogenital ridge . 3 } 1 | 
Teratomas .. 18 } 1 
Epithelial .. | 2 1 
Ewing’s tumour ”’ 5 
Mali t unclassified 
Rare miscellaneous 
Total =e 191 113 39 16 


TaB_e IV.—Radical Treatment Given to 97 Surviving Children* 


Method of Treatment No. of Survivors 
Biopsy and radiotherapy 3 
jiopsy, radiotherapy, and chemotherapy .. 1 
Chemotherapy 1 


* In Table II 98 children were ‘shown to have a chance of remaining well. 
One of these had a cerebellar glioma, for which no treatment was given. 
The other 97 children were treated radically. 


It will thus be seen that radical treatment was 
considered worth while in 53% of all cases, and approxi- 
mately half of these remain alive and well. In 71% of 
these “successful” cases the tumours were treated by 
surgical excision alone and in 28% radiotherapy with 
or without surgical excision was used. One child may 
have been cured by chemotherapy alone; he had 
Letterer-Siwe disease with pulmonary infiltration, and 
was tided over a prolonged period of dyspnoea by the 
use of adrenal corticoids. 


The value of palliative treatment is difficult to 
measure, since it is generally directed to the removal of 
painful or disfiguring masses and the improvement of 
well-being. In acute leukaemia, however, palliative 
treatment has clearly added months or years of happy, 
healthy life to that which might have been expected 
before the advent of the antimetabolites and adrenal 
corticoids, 

Other Factors Influencing the Prognosis 

In this section an attempt is made to explain the high 
mortality of children with tumours by examining the 
cases in the Register and, in particular, the 263 fatal 
cases—that is, the 246 children who have died and the 
17 who probably will die—included prior to September, 
1957. In Table V they are divided into three classes. 

Taste V.—Fatal Cases—September, 1953, to September, 1957 

Type or Site of Tumour No. 
Tumours of reticulo-endothelial system 


129 
Tumours in spinal cord, brain-stem, and third ventricle 32 


263 
It will be seen that 76% were reticulo-endothelial, or 
were in the spinal cord, brain-stem, or third ventricle, or 
arose on the posterior abdominal wall. Reticulo- 
endothelial tumours are nearly always fatal in patients 


-of all ages and are not solely a paediatric problem. 


Tumours in the spinal cord, brain-stem, or third 
ventricle are so placed that complete surgical excision 
is practically impossible and any hope of cure depends 
on whether the tumour is radiosensitive. Tumours on 
the posterior abdominal wall nearly always attain to a 
huge size before detection is possible. 

Thus the two most important factors causing the high 
mortality appear to be the frequency of reticulo- 
endothelial tumours, and the position of the non- 
reticulo-endothelial tumours, which either makes 
diagnosis late or removal impossible. 

Since the success of present therapeutic methods 
depends to a certain degree on the extent of the tumour 
at diagnosis, it is pertinent to ask whether earlier 
diagnosis is feasible in children’s tumours. The length 
of time from the first manifestation of the disease to 
admission to hospital, and from admission to hospital 
to the making of a diagnosis sufficient for treatment to 
be instituted, have been calculated in the cases included 
in the Register. In 454 of the 470 cases the time taken 
from the first sign of the disease to admission to hospital 
could be determined, and is shown in Table VI. It will 
be seen that 57% were in hospital within two months 
and 67% were in hospital within three months of the 
first sign of their disease. 

In general, children with leukaemia were admitted 
early, but those with intracranial or connective-tissue 
tumours tended to be referred rather later. 

Is it reasonable to expect general practitioners to refer 
children with tumours to hospital any quicker than this? 
Two factors have to be taken into consideration in 
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answering this question: (1) The early signs are 
generally very vague—some pallor, lethargy, anorexia, 
a little unsteadiness, occasional headaches, all of which 
are common to many much less serious diseases. (2) A 
doctor who is in general practice for 40 years sees on an 
average two children with tumours in that time. 

The situation might be expressed in another way. An 
examination of the modes of presentation of the 263 
fatal cases seen up to September, 1957, indicates that 177 
of them could not have been cured with present 
therapeutic methods even if they had been treated 
immediately after the first sign of the disease. The 
time from the clinical onset to admission to hospital of 
the remaining 86 children is shown in Table VII. 

The time taken to make a diagnosis sufficient for a 
decision on the proper course of action after the patient’s 
admission to hospital is given in Table VIII. 

The conclusion is that tumours in children have a 
high mortality because in a large proportion of cases 
they do not cause impressive signs or symptoms until 
the disease is incurable by present therapeutic methods, 
or because it was incurable from the beginning. It is 
unlikely that efforts to ensure speedier diagnosis by 
propaganda among doctors, undergraduates, or the 
general public would result in a significant increase in 
the number of children cured. 

Could anything better be done if the treatment of 
children with tumours were centralized ? Radiotherapy 
and neurosurgery have been centralized for many years 
in the Manchester Region. There is much to be said 
for the centralizing of the treatment of children with 
leukaemia. In this region there are 22 paediatricians of 
consultant status and approximately 30 children develop 
leukaemia each year. To control leukaemia with 
corticoids and antimetabolites a knowledge of the 
changes in the blood picture which occur during treat- 
ment is necessary. Only by experience can one predict 
a remission or a relapse. It is difficult for a 
paediatrician to obtain such experience if he treats only 
one or two cases each year. In the management of 
Wilms’s tumour, surgical excision and x-ray treatment 
are necessary. Since this tumour is comparatively rare, 
it might be advantageous for its surgical management to 
be in the hands of a very limited number of surgeons, 
who could then gain enough experience to obtain the 
best results. In the case of other tumours it is difficult 
to see how greater centralization would result in 
improved results in the immediate future. 

We conclude, therefore, that only a slight increase in 
the number of patients cured is possible with existing 
techniques of treatment, however quickly and skilfully 
they are used. Better results will be obtained only when 
other treatments are devised which are effective by 
themselves or can be used to reinforce surgery and 
irradiation. 

TABLE VI.—Time from Onset to Admission to Hospital 


Less than one month 159 cases Two to three months . . 47 cases 
Onetotwomonths.. 100 ,, Overthree months .. 148 ,, 


TaBLe VII.—Time from Clinical Onset to Admission to Hospital 
of 86 Fatal Cases 


Less than one month 32 cases Four to five months .. 0 cases 
One to two months .. a we Five to six months . 
Twe to three months Over six months 


Three to four months oe 
Taste VIII.—Time from Admission to Hospital to Diagnosis in 
470 Cases 


Less than one week .. 346 cases Overonemonth ... 53 cases 
One to two weeks... a sn Not certain, not in hos- 

Two to three weeks .. TS w& pital, or incidental 

Three to four weeks . . findings 


Aetiological and Epidemiological Factors 

When a carcinogen is applied to experimental animals 
it takes a long time, relative to the life-span of the 
animal, before a tumour develops. Similarly, neoplasms 
due to industrial carcinogens appear only after repeated 
exposure over many years, and, therefore, the factors 
which are responsible for the development of children’s 
tumours probably operate months or years before the 
disease is clinically manifest. Thus the child’s genetic 
constitution and factors operating during foetal life may 
be of importance. 

It was felt that information on the aetiology of 
children’s tumours might be gained by a study of the 
histories of the patients in the Register and their 
relatives. The problem was approached in four ways 
—by considering (a) family histories, (b) geographical 
distribution, (c) social status of the parents, and (d) 
blood groups of the patients. 


Family Histories 

Two brothers affected by retinoblastoma were 
included in the Register, and this family has been 
reported (Steward, Smith, and Arnold, 1956). The 
familial incidence of retinoblastoma has been well 
known for many years (Griffith and Sorsby, 1944 ; Falls 
and Neel, 1951), and is therefore excluded from the 
following discussion on inherited factors in children’s 
tumours. The remaining 448 children in the Register 
whose family histories were obtainable had a total of 
801 siblings. Only two children, each with leukaemia. 
had had siblings who died from tumours in childhood 
—one from leukaemia and one, a step-sibling, from a 
pontine glioma. If it is assumed that there is no 
inherited factor in the causation of tumours in children, 
the number among 801 siblings expected to die of 
tumours before attaining the age of 15 years is approxi- 
mately one. Steinberg (1957) investigated the relatives 
(adults and children) of 249 children with leukaemia 
who were patients of the Children’s Cancer Research 
Foundation, and did not find any increase in the 
incidence of leukaemia or cancer among them. How- 
ever, Stewart, Webb, and Hewitt (1958) reported that 
seven of their series of 1,694 children with tumours had 
siblings who had died of malignant disease in childhood. 
compared with only two in their controls. Thus it may 
well be that there is a slight familial tendency in 
children’s tumours ; but this becomes apparent only if 
series and controls of between 1,000 and 2,000 cases are 
investigated, or if the siblings of smaller series are 
watched for a long period. 

Although, so far, the study of family histories has 
demonstrated that heredity plays only a small part in 
the aetiology of children’s tumours, the possibility that 
some cases represent genetic mutations cannot be 
excluded. The retinoblastoma is the only malignant 
tumour of childhood which has a high survival rate 
(Falls and Neel, 1951), and very few children who have 
suffered from other malignant tumours have lived long 
enough to have had children of their own. With 
improvement in treatment, it is possible that other 
tumours besides retinoblastomas will prove to have a 
familial incidence. 


Geographical Distribution 
The possibility that children living in certain parts of 
the region were more liable to develop tumours was 
examined. The 470 cases were plotted according to 
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their addresses, and the incidence rates were calculated 
for each of the 147 administrative areas in the region. 
These administrative areas comprise 13 county boroughs 
(the cities and larger towns), 114 urban districts and 
municipal boroughs (the smaller towns), and 20 rural 
districts. These rates were expressed as the number of 
cases per 2,000 children per five years. (This method of 
expression was used since the rate for the whole region 
was approximately 1 case per 2,000 children per five 
years.) There were no cases in 39 areas, but in general 
these were sparsely populated—only 14 of them had 


TABLE [X.—Numbers of Administrative Areas Grouped According 
to Incidence Rates of Children with Tumours 


No. of cases per 2, 000 children in suas 0-1 1-2 | 2-3 | 45 | 5-6 
No. of administrative areas. . 37 55 14 1 1 


populations of over 2,000 children. Table [IX shows the 
distribution of the various incidence rates among the 
other 108 areas. 

The two areas with the highest incidence were 
Longridge U.D. (3 cases among 1,008 children) and 
Longdendale U.D. (2 cases among 815 children). 
Although the rates were high in these areas the 
populations were small. 

The numbers in the individual groups of tumours are 
too small for their geographical distribution to be 
plotted, except in the cases of the gliomas and 
leukaemias. The regional incidence of each of these is 
about 1 per 10,000 children per five years. Contiguous 
urban districts, muncipal boroughs, and rural districts 
were therefore grouped together to form areas contain- 
ing approximately 10,000 children. The number of 
children with gliomas or leukaemias did not exceed four 
in any of these larger areas, and the rates per 10,000 
children in any of the county boroughs did not exceed 
three. 

To test whether there was any difference in the region 
between children included in the Register living under 
urban or rural conditions, the incidence has been 
worked out for (a) county boroughs, (b) urban districts. 
and municipal boroughs, and (c) rural districts. This 
is shown in Table X. 


TABLE X.—Incidence in Various Types of Administrative Areas 


Location All Tumours | Leukaemias Gliomas 
of (per 2,000 in | (per 10,000 in | (per 10,000 in 
Child’s Home 5 Years) 5 Years) 5 Years) 
County boroughs | 1-04 1-49 0-99 
Urban districts and munici- | 
pal boroughs .. 5 0:98 1-32 0-91 
Rural districts .. | 0-88 1-0 0-71 


This survey, therefore, has not shown that any part 
of the Manchester Region has a particularly high 
incidence of children with tumours or a striking 
immunity from them. 


Social Class 


The distribution of the social classes of the parents 
of children in the Register is shown in Table XI. There 
is no obvious difference between the social-elass distri- 
bution of children with tumours and that of the general 
population of the region as given in the 1951 Census 
(General Register Office, 1954). This is in agreement 
with Stewart et al. (1958), who were unable to find any 
abnormality in the social-class distribution in England 
and Wales among children who had died from 
leukaemia or other tumours. However, Pinkel and 
Nefzger (1959), analysing a series of 95 children who 
died from leukaemia in Buffalo, N.Y., from 1943 to 


1956, according to the rental value of their homes, found 
an increased incidence among the higher-income groups. 


TaBLe XI.—Social Classes of Parents of Children in Register 
Expressed as Percentages 


Class Classes 
1 and 2 3 4and 5 
Controls 17 53 30 
All tumours 17 56 27 
Leukaemias 19 54 27 
Gliomas .. 17 59 24 
Blood Groups 


During 1954 it was decided to record the blood 
groups of patients, and from that time up to September, 
1958, 412 were included in the Register. ABO and Rh 
groups were recorded on 392 of these, and in one only 
ABO grouping and in another only Rh grouping was 
done. Eighteen patients were not grouped because they 
died before blood could be taken from them. This 
iatroduces some selection, but these 18 rapidly fatal 
cases comprised less than 5% of the total and were 
distributed among five types of tumours. The distribu- 
tion of the blood groups is shown in Table XII; the 
controls are adult blood donors living in Manchester. 


TABLE XII.—Distribution of Blood Groups 


2 
2| aa w | 4 | 
oO 4,973 | 48 | 24/ 3 53 | 18 | 27} 10 10 
A 4,212 | 41 | 41 | 15 13) 41) 14) 22 7 8 
B 883 8 6 2 2 1 7 4 2 1 2 a 
AB 316 3 1 2 1 i 1 1 1 
Rh+ | 8,445 | 81 | 64 | 25| 10] 15 | 82 | 28 18 19 
Rh— (1,939 | 19 7 6 3 3 | 20 8 | 14 7 3 
ABO not done ; 1 
No grouping done; 6| 4 ee 1 


Distribution of ABO Groups 

There is a preponderance of group A over group O 
among the gliomas, retinoblastomas, and tumours of the 
sympathetic nervous system and epithelium. The 
differences from the normal distribution have been 
examined by the x? test as shown below. It will be 
seen that the difference in distribution is highly 
significant for the gliomas. 

There are, of course, objections to comparing adult 
blood donors living in Manchester with a group of 
children who came from all over the Manchester region: 
not only are the controls older but it is known that 
there is a geographical variation in the proportion of 
blood groups. However, the preponderance of group A 


‘ Group O Group A 
Epithelial tumours a 13 0-02<P<0-03 


among the neural and epithelial tumours in the Register 
is much greater than is seen even in the South of 
England, and it is unlikely that the blood-group 
distribution in a community alters from one generation 
to another. Nevertheless, it was considered advisable 
to use a separate series as controls. Drs. K. Pearce 
and P. O. Yates have analysed the blood groups of 843 
children treated during 1947-58 in the burns units of 
Booth Hall Hospital and the Duchess of York Hospital, 
Manchester, and we are grateful to them for allowing 
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us to use their results. These are shown in Table XIII, 
together with those for the 259 non-neural, non-epithelial 
tumours included in the Children’s Tumour Register and 
for the adult blood donors in Manchester. 


TABLE XIII 
| Oo A B AB 
Children (burns units) . | 49-5% | 39% 78% | 37% 
Adult blood donors (Manchester) | 48 “ 4g 8% 3% 
Non-neural, non-epithelial 
tumours in Register .. ie 51:8% 38-9% 73% 1:3% 


Distribution of Rh Groups 
The only tumours in which the ratio rhesus positive : 
rhesus negative appears abnormal are the gliomas. 


Rh Positive Rh Negative 


Gliomas .. 64 7 
0:07 


The interpretation of this distribution of Rh groups 
among the children with gliomas is much more difficult 
than that of the ABO groups, not only because of the 
various subdivisions of the Rh factor, but also because 
their geographical variations have not been determined 
(A. C. Kopeé, 1959, personal communication). 

Thus the blood-group distributions among children 
in the Register show the following pattern: (a) There 
is a very significant excess of group A over group O 
in children with gliomas and a less significant excess 
of group A over group O in children with epithelial 
tumours. Children with gliomas also show an excess 
of Rh positive which may be significant. (b) Possibly 
children with tumours of the sympathetic nervous system 
and retinoblastomas may have an abnormal O:A ratio. 
(c) Children with other tumours seem to have a normal 
ABO and Rh distribution. 

Mayr, Diamond, Levine, and Mayr (1956) did not 
find any abnormal blood-group distributions in brain 


tumours except in pituitary adenomas. Their series was 


collected from various neurosurgical centres in Boston 
and New York and was not broken down according to 
age. The nature of the hospitals and the types of glioma 
suggesi, however, that the number of children included 
was so small that any variation from normal would not 
be apparent. As a result of our finding an abnormal 
O:A ratio among children with gliomas in the Register, 
Yates and Pearce (1960) examined the blood-groups in 
patients of all ages with astrocytomas in Manchester, 
diagnosed between 1933 and 1958, and found an 
abnormal O:A ratio in those under 20 years old who 
were treated after 1945. However, their cases included 
those in the Register, so they could not be described 
as forming a completely independent series. 


Summary and Conclusions 


An analysis of cases included in the Manchester 
Children’s Tumour Register has been made with two 
objects: (1) to give a picture of the problems involved 
in the treatment of children with tumours ; and (2) to 
investigate certain aetiological and epidemiological 
problems. 

Over one-third of the tumours were reticulo- 
endothelial, another third were derived from some part 
of the nervous system, and an eighth were connective 
tissues in origin. The high mortality rate (approximately 
70%) is mainly due to the fact that most tumours in 
children by the time they can be diagnosed are already 
too far advanced to be cured by present therapeutic 
methods. 


One family with retinoblastoma was included in the 
Register, but, apart from this, the survey did not 
demonstrate that tumours in children were familial. 
There was no evidence that social class and geographical 
location were significant aetiological factors. However, 
there was an abnormal bleod-group distribution among 
children suffering from gliomas and possibly other 
tumours of neurectodermal origin. 


This work could not have been done without the ready 
co-operation of the clinicians and pathologists of the 
Manchester Region who have allowed their cases to be 
included in the Register. Our thanks are also due to the 
panel of pathologists who have given their services to the 
project, and to Mrs. N. Rowe and Miss V. Maybury-Clare 
for secretarial and technical assistance. Dr. A. C. Kopeé, 
of the Nuffield Blood Group Centre, kindly supplied us with 
information about the distribution of blood groups in the 
Manchester Region. 
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AETIOLOGY OF CHILDHOOD 
MALIGNANCIES 
CONGENITALLY DETERMINED LEUKAEMIAS 
BY 
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Reader in Social Medicine, Oxford University 


The survey data which first suggested that prenatal x-ray 
exposure increases the, risk of childhood malignancies 
showed that leukaemia is exceptionally common among 
mongols (Stewart, Webb, and Hewitt, 1958). They also 
indicated that “ for some cases of leukaemia the decisive 
event must date back at least to the onset of the 
mongolism.” 

One objection to the idea that cancers and leukaemias 
are due to the inheritance of a cancer-producing gene is 
that, in such circumstances, there might be no chance of 
the foetus surviving. This objection would be removed if 
the gene produced, not. malignant cells, but cells which 
are apt to become malignant if exposed to an unfavour- 
able environment. This sequence of events is envisaged 
in the theory of cocarcinogenesis, which assumes that 
there are two stages in the development of cancers— 
‘initiation ” and “ promotion ” (Rous and Kidd, 1941 : 
Salaman, 1958). 

The Rous theory of cocarcinogenesis does not 
explicitly state that malignant diseases are due to gene 
mutations, but it does not exclude this possibility, nor 
the possibility that “ initiators ”’ cause mutations which 
convert normal cells and their offspring into pre- 
malignant cells. Later stresses or changes in the 
environment of these cells might then act as 
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“ promoters” and thus provide the final links in the 
chain of cancer-producing events. In this way a 
“premalignant mutation” in a germinal cell might 
remain silent until the affected cell was successfully 
fertilized. Then one of four things should happen: 
(1) a miscarriage; (2) the development of cancer 
in utero or any time after birth ; (3) the development 
of a premalignant disease—for example, intestinal 
polyposis ; and (4) a normal phenotype associated with 
an abnormal genotype. According to this theory there 
are three phases in the development of cancers: (1) a 
premalignant phase, which may be absent or of infinitely 
long duration ; (2) a maturation phase or incubation 
period ; and (3) a clinical phase. 

These possibilities, which are incorporated in the 
working hypothesis stated below, have already been 
envisaged for retinoblastomas. There is no doubt that 
an inherited form of this disease exists, though the 
pedigrees of index cases have some puzzling features 
(Hemmes, 1957). These might be explained if the 
suggestion of Weller (1941) is correct—namely, that 
familial retinoblastomas are due not to the inheritance 
of cancer but to the inheritance of a “lesion inter- 
mediate between a developmental disturbance and a 
true neoplasm.” 


Working Hypothesis 

1. Malignant diseases are initiated by x rays and other 
mutagens before conception (prezygotic), during preg- 
nancy (prenatal), or after birth (post-natal). The last 
two groups correspond to post-zygotic cancers and 
leukaemias. 

2. In childhood the chief promoter of malignant 
diseases is the cell stress of embryogenesis. Consequently 
most childhood cancers and leukaemias are prezygotic. 


3. At all ages the leucocyte stress provoked by ° 


infections is a promoter of leukaemias. By increasing 
susceptibility to infections mongolism acts as an indirect 
promoter of leukaemias. Because mongolism is an 
inherited .condition (Lejeune, Gautier, and Turpin, 
1959) it has more opportunity to affect prezygotic than 
post-zygotic leukaemias. 

4. Prezygotic cancers and leukaemias are biased in 
favour of primitive cell types and may have a familial 
incidence. Post-zygotic cancers and leukaemias are 
biased in favour of mature cell types and have no 
familial incidence. 

5. Individuals who develop prezygotic leukaemias 
have no normal leucocytes and therefore have an excep- 
tionally low resistance to infections. The pedigrees of 
index cases have not been fully elucidated because the 
equivalent disease in relatives may take several forms— 
for example, leucopenia, anaemia, low resistance to 
infections, and leukaemia. 

6. In childhood the maximum incidence of prezygotic 
leukaemias is earlier than the maximum incidence of 
prenatal leukaemias. 

7. The recent increase in childhood leukaemias is a 
consequence of the falling death-rate for pneumonia and 
related diseases, and is due to prezygotic leukaemias. 


Recent Changes in Incidence of Childhood 
Leukaemias 
The recent increase in deaths from leukaemia has left 
children under 1 year almost untouched, and affected 
children between 1 and 5 years more than any other 


age-group below 70 years (see Fig. 1 ; also Hewitt, 1955). 
It has also brought the age distribution of childhood 
deaths from leukaemias more into line with the age 
distribution of childhood deaths from cancer of 
the eye (mainly retinoblastomas) and kidney (mainly 
nephroblastomas). 


If the early peak of leukaemia mortality is due to 
prezygotic leukaemias it should consist mainly of stem- 
cell leukaemias which have taken between two and five 
years to produce symptoms. The maturation phase for 
leukaemias is not known for certain, but Polhemus and 
Koch (1959) have reported 11 cases of leukaemia which 
followed deep x-ray therapy administered before the age 


80- 


DEATH RATES 


2 3 4 5-9 
AGE, IN YEARS, AT DEATH 


Fic. 1.—Mortality rates. Leukaemias, retinoblastomas, and renal 
tumours. OQ——O, Leukaemias (1950-7), rate per million, E. and 
WwW. x——x, Leukaemias (1930-9), rate per million, E. and W. 
@---@, Eye tumours (1950-7), rate per 10 million, U.S.A. 
@——@, Renal tumours (1950-7), rate per million, E. and W. 


of 6 months. In these cases the interval between 
exposure and the onset of symptoms ranged from 44 
to 94 years, and averaged 7 years. From data provided 
by Court Brown and Doll (1957) the interval between 
exposure to deep x rays and death was calculated for 
men under and over 40 years of age. Excluding three 
cases where death occurred within a year of exposure, 
there were 20 men in the younger group with an average 


‘ interval of 7 years (range 2-13 years), and 25 in the older 


group with an average interval of 5 years (range 2-11 
years). Finally, the maximum incidence of leukaemia 
among survivors of the atomic explosions in Japan 
occurred 6 to 7 years after these events (J. Neel, 1960, 
personal communication) ; and Cobb, Miller, and Wald 
(1959) have calculated that 90% of radiation-induced 
leukaemias appear within 10 years of exposure. 


These findings for irradiation leukaemias allow us to 
assume that if prezygotic leukaemias exist they will not 
as a rule become manifest until some time after birth. 
If more cases start maturing during embryogenesis than 
during any equally long period, the peak incidence of 
prezygotic leukaemias might be expected to occur some 
time between the second and fifth years of post-natal 
life—that is, during the years which show a peak of 
leukaemia mortality. 
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Survey Data 


In order to test some of the epidemiological implica- 
tions of the working hypothesis, the records of 1,638 
children who recently died from either leukaemia (780) 
or cancer (858) and those of 1,638 live children were 
examined. The two groups (cases and controls) were 
matched for age, sex, and locality, and each control 
child was picked at random from an appropriate register 
of burths. The dead children included 86% of all children 
who died of leukaemia or cancer before the age of 
10 years in England, Scotland, and Wales during the 
three years 1953 to 1955, and all the children mentioned 
in the earlier report (Stewart et al., 1958) are included 
in the new sample. 


Diagnostic Criteria 


The results of comparing death certificates with 
pathologists’ reports are shown in Table 1. They show 
that stem-cell leukaemias are commoner and myeloid 
leukaemias rarer than one would expect from official 
statistics of mortality (Registrar-General, 1940-59). 
In several cases certified as myeloid leukaemias the 
original report stated that the marrow was packed with 
undifferentiated stem cells and that there were no 
granulocytes, or very few, in the circulating blood. 


Tas.e I. Se Cases of Leukaemia. Comparison of Death 
Certificates and Pathological Reports 


Pathological] Reports of Cases 
with the following Entries on 

Death ificates : 

i 


3 


= =) 


Total 


Lymphatic | 156 |154 (6)|— | — |22(2)| 73(1) |249 (9)|405 () 
(4) 30) 25(2) 6103) | 1 

Stem-ce! 21 (10) | 12: 
Unspecified | 131} — |— |—|— 6 6 


Total .. | 352 | 188(10)| 10(1)| 3 | 74(4)| 153 (4) | 428 (19) | 780(19) 


Figures in parentheses indicate mongols. 


TaB_e II.—Age and Sex Distribution of Survey Cases 


Age Diagnostic Groups (Mongols in Parentheses) 
Sex ous Leukaemias 
in Cancers | Total 
Lym- |Mono-| Stem-} Mye-| Uns 
Years} phatic | cytic | Cell | loid| cified 
Boys 0 17 (1) 1 6 5 6 72 (1) | 107 
1 32(1)| 2 9 5 7 73 128 
2 43 2 14(1)| 6 12 74 151 
3 36 3 6 2 6 65 118 
4 21 2 13(2)| 6 11 58 11 
5 27 2 5 5 53 
6 14(2) | — 3 4 7 45 73 
7 22 2 4 3 7 25 63 
8 8 3 1 5 7 24 48 
9 10 1 1 2 4 10 28 
Total | 230 (6) | 18 64 (6)| 43 72 499 (1) | 926 
Girls 0 15 2 4 7 67 106 
1 22 ee 1 6(i)} 3 8 56 96 
2 2941) | — 14(2)| 2 14 46 105 
3 30 3 6 5 10 44 98 
4 26 2 6 6 8 42 90 
5 15(1) | — 7 1 6 31 60 
6 10 1 5 10 4 33 63 
7 14 — 3 7 2 15 41 
8 10 _— 2q)} 3 5 21 41 
9 a 1 1 1 1 4 12 
Total | 175 (3) | 10 61 (4)| 42 65 359 712 
Aone) 41 | 45 [36 | 48] 43] 3-7 
of 
s2 | 53 | sal 93 


In the following account, pathologists’ reports, avail- 
able in over half the cases of leukaemia, will take 
precedence over death certificates. The survey group 
as a whole included the following subgroups: 


Leukaemias (780) 
Lymphatic 
Monocytic 28 
Myeloid 85 
Cancers (858) 
Cerebral tumours (mainly 254 
Neuroblastomas 149 
Renal cancers nephroblastomes) « . 149 
Reticuloses (mainly lymphosarcomas) 140 
Cancers of other sites (mainly sarcomas) . 166 


* 10 cases classified as leukaemias were originally diagnosed as lympho- 
sarcomas. 

The age and sex distributions of the survey cases are 
shown in Table II, also the intervals between the onset 
of symptoms and death. The children with cancer were 
younger than those with leukaemia and were ill for 
longer periods. The duration of symptoms was the 
same for the four categories of leukaemia (five months), 
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AGE, IN YEARS, AT ONSET OF SYMPTOMS 
Fio. 2.—Age and sex distribution of leukaemias by cell type. 


but the stem-cell leukaemias were approximately 
a year younger (3.6 years) than the myeloid 
leukaemias (4.8 years). In the large group of non- 
granular leukaemias there was a heavy concentration 
of cases between | and 4 years, particularly among boys 
(see Fig. 2), and there is little doubt that these cases are 
incorporated in the early peak of leukaemia mortality 
(see Fig. 1). 


Pyogenic Infections 


Most of the illnesses mentioned in the survey records 
were infectious diseases (measles, chicken-pox, whooping- 
cough, mumps, and rubella). Apart from rubella, none 
of these infections was reported more often by cases 
than by controls, and the average intervals between these 
illnesses and the end of the preclinical period was also 
the same for cases and controls.* 


*The so-called preclinical periods were, by definition, the same 
for cases and controls, and corresponded to the intervals between 
birth and the onset of the fatal disease. Premalignant illnesses 
with no recogniza! le gap between recovery and the onset of the 
fatal disease are omitted from ~ following analyses. They 
included 67 infectious diseases (41 leukaemias, 26 cancers) and 
22 respiratory infections (16 leukaemias, 6 cancers). 


Diagnosis 
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There were, however, several less common and more 
serious illnesses which were, collectively and separately, 
recorded more often by the children who subsequently 
died of leukaemia than by the other children, particularly 
towards the end of the premalignant period. These 
illnesses, which were regularly treated with sulphona- 
mides and antibiotics, included pneumonia and acute 
bronchitis (264 cases), other serious pyogenic infections 
(44), burns (46), and fractures (96). These illnesses 
affected 396 children, who represented 16.9% of the 
leukaemia group, 10.7% of the cancer group, and 10.5% 
of controls. In the leukaemia series the case/control 


TaBLe I11.—Serious Infections and Injuries During the 
Premalignant Period: Leukaemia Cases and Matched Controls 


Boys Girls Both Sexes 
at Onset n- n- n- 
Cases | trois | trols | trols 
phatic and Monocytic: 
4 years 19 8 8 5 27 13 
410 ,, 32 14 10 14 42 28 
Total és 51 22 18 19 69 41 
Stem-Cell: 
Under 4 years os aa il 1 8 1 19 2 
410 ,, dhe 7 5 5 12 9 
Total on 18 6 13 5 31 il 
Myeloid: 
Under 4 years bs ef _ 3 1 3 1 
4 8 4 1 9 
Total re 8 4 4 8 12 12 
Unspecified : 
Under 4 years 3 2 4 4 7 6 
10 ,, es 9 5 3 13 8 
Total = 12 7 8 7 20 14 
All Children: 
Under 4 years A s 33 11 23 11 56 22 
410 ,, 56 28 20 28 76 56 
Total rt © 39 43 39 | 132 78 
_ TABLE IV 
All Serious Pyogenic 
Illnesses Infections 
% % 
Stem-cell leukaemias 24-2 20-8 
ymphatic and ytic leukaemias 16-2 10-9 
Myeloid leukaemias 14-1 11-8 
Unspecified leukaemias 14-6 73 
Matched controls be 10-0 6-7 


differences (see Table III) were greater for stem-cell 
leukaemias than for other leukaemias, greater for boys 
(89 leukaemias, 39 controls) than for girls (43/39), and 
mainly due to children who developed leukaemias before 
the age of 4 years (56/22). The rates for the leukaemia 
subgroups are given in Table IV. 

For 19 mongols with leukaemia and 96 children who 
were x-rayed in utero before developing leukaemia 
(see later) the corresponding rates for pyogenic infections 
were 58% and 10% respectively. 

For the myeloid and unspecified leukaemias the 
average age at the onset of the fatal disease was the 
same for children with pyogenic infections as for other 
children ; but children who had pyogenic infections, and 
later developed stem-cell or lymphatic leukaemias, were, 
‘on average, six months younger than all children with 
stem-cell and lymphatic leukaemias. This last finding 
is probably due to the fact that the serious illnesses 
hastened the onset of symptoms. This would also 
explain why the intervals between these illnesses and the 
onset of the fatal disease were shorter for children with 
leukaemia than for children with cancer. These so-called 


“ preclinical intervals ” were the same for children with 
cancer (average 34 months) and controls (35 months). 
For leukaemias under 4 years of age the corresponding 
interval was 16 months (matched controls 23 months) 
and for leukaemias over 4 years of age 39 months 
(matched controls 44 months). 

The high incidence of fractures among the children 
with leukaemia is probably due to the fact that during 
the maturation phase of this disease it is quite common 
for a minor injury to cause a fracture. 


Mongolism and Leukaemia 


Minor congenital defects (mainly naevi) were reported 
with equal frequency by cases and controls. The 
commonest major defect was mongolism (19 leukaemias, 
1 cancer); the next commonest defects were skeletal 
deformities (4 leukaemias, 4 cancers, 2 controls). 

Only 4 of the 19 mongols with leukaemia could have 
been identified by means of death certificates, but from 
this source (England and Wales, 1945-59) 31 further 
cases were obtained (Table V). 


TaBLe V.—Mongols with Leukaemia 


Death Certificates 
(England and Wales) Boys Girls 
1945-7 1 1 
1948-50 2 3 
1951-3 1 (4) 
1954-6 3 (6) 2 (4) 
1957-9 8 
Toul... 15 (10) 20 (5) 


Numbers in parentheses are “‘ extra” survey cases. 


The age at death of these 50 mongols is shown in 
Fig. 3 and compared with the age at death of 37 children 
with retinoblastoma, obtained from the same source, 
and 125 with stem-cell leukaemia obtained from the 
Survey sample. In all three groups there were more 
deaths between the ages of 2 and 3 years than in other 
years, and in all three groups deaths in the first year 
were rare. 

The 50 mongols with leukaemia included 37 cases in 
which both the diagnosis given on the death certificate 
and the diagnosis stated by a pathologist were available. 

28 


STEM-CELL LEUKAEMIAS 
MONGOLS WITH LEUKAEMIA 


244 
@----@ RETINOBLASTOMAS 


‘NO, OF CASES 


AGE, IN YEARS, AT DEATH 


Fic. 3.—Age at death of 50 mongols with leukaemia, 37 
with retinoblastoma, and 125 with stem-cell leukaemia. 
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According to the latter, there were 21 stem-cell and 16 
acute lymphoblastic leukaemias. The corresponding 
death certificates recorded lymphatic (15), myeloid (7), 
monocytic (2), stem-cell (1), unspecified (12) leukaemia. 
In six cases the blood-group was stated on the patho- 
logist’s report (group A in five cases, group O in one 
case), and in two there were records of serum proteins: 
Total Protein Albumin Globulin 


The much larger number of deaths from leukaemia 
among mongols between 1957 and 1959 than in previous 
three-year periods could be due to changing habits on 
the part of certifying doctors. But the literature suggests 
that there has been a genuine increase in these deaths 
in recent years. Before 1956 only four such deaths were 
recorded ; by 1957 the number had increased to 16, 
and by the following year to 34 (Stewart et al., 1958). 
The exceptionally high incidence of pyogenic infections 
among the survey mongols (58%) suggests that before 
the discovery of antibiotics there was little chance of a 
mongol who also had a congenitally deformed reticulo- 
endothelial system surviving long enough to develop 
leukaemia. A similar explanation would account for 
the inverse relationship between deaths from pneumonia 
and from leukaemia in childhood during the early years 
of the “ antibiotic era” (see Fig. 4). 


1-54 


LEUKAEMIA 


PNEUMONIA 


PROPORTIONAL MORTALITY RATES 


1943 1946 1949 1952 1955 
Fic. 4.—Proportional mortality rates; pneumonia and leukaemia 
(0-10 years). 


From reading the pathologists’ reports for the mongols 
who died of leukaemia it is clear that there is no easy 
way of deciding whether a cell is a malignant stem cell, 
a lymphoblast, or a monoblast. This raises the possibility 
that most if not all cases diagnosed as lymphatic or 
monocytic leukaemia before the age of 4 years are in 
fact stem-cell leukaemias. Recent work has shown that 
there are no lymph nodes in the foetal bone-marrow, 
though it contains more than four times as many cells 
resembling lymphocytes as the adult marrow (Yoffey, 
Thomas, and Russell, 1960). If this conclusion is correct, 
it means that the association between mongolism and 
leukaemia is virtually confined to one cell type, which 
is also the cell type one might expect to be due to 
premalignant germinal mutations. 


Leukaemia and Cancer Fraternities 

The survey records included data about relatives. 
They recorded the ages of children’s parents, their 
illnesses and x-ray experiences ; also miscarriages, still- 
births, and later deaths affecting the sibships of the 
survey children, together with a limited number of facts 
about more remote relatives. These data will be dis- 
cussed in a later report. For the present, only sibs with 


cancer, leukaemia, and aplastic anaemia are considered. 
In addition to the cases discovered during the 
survey there were three which were discovered by 
checking the survey records (cases and controls) with 
death certificates (England and Wales, 1945-59). The 
“extra” cases all occurred after the survey was 
completed and were confined to the case series. 


In the control group there were three sibships with a 
single case of malignant disease (one cancer, two 
leukaemias). In the case group there were, apart from 
the survey children, 11 sibships with a single case 
(including one aplastic anaemia) and three with two 
cases. In nine of these families the sib or sibs certainly 
had the same malignant disease as the survey child, in 
three they had different diseases, and in two there was 
a doubtful difference (leukaemia and lymphosarcoma, 
aplastic anaemia and reticulosis). 

The relevant sibships are shown in Table VI. The 
“identical” pairs of trios included four sets of 
leukaemias (three sets specified as lymphatic or stem- 
cell), two sets of reticuloses, one of cerebellar medullo- 
blastomas, one of neurofibromatoses, and one of 
retinoblastomas. In three families one or other parent 
probably had the same condition as the survey child ; 
in four there were miscarriages or stillbirths ; and in one 
family there were two sibs and a first cousin with 
leukaemia. The survey cases in these families included 
three children who also had a non-malignant congenital 
disease (mongolism, talipes, and ichthyosis). 

Other instances of identical cancers in parents and 
more remote relatives will be reported later. The 
present findings confirm the existence of leukaemia and 
lymphadenoma “ fraternities ” and add to those already 
recorded in the literature (Jelke, 1940; Hornbaker, 
1942; Videbaek, 1947; Riel, 1948; Anderson, 1951; 
Debré, Bernard, and Buhot, 1951 ; Reilly et al., 1952; 
Guasch, 1954; Anderson and Hermann, 1955; Razis, 
Diamond, and Craver, 1959). 


Prenatal X-ray Exposure 

If both the chance of being x-rayed in utero and the 
interval between birth and the follow-up had been the 
same for all the survey children, the age distribution 
of the cases undergoing prenatal x-ray exposure would 
have indicated the agé with the maximum number of 
“irradiation cases.” But the children were born during 
a 13-year period (1943-55) when x-ray habits were 
changing, and died during a three-year period (1953-5). 
So there was less chance of observing the long-term 
effects of prenatal x-ray exposure in the younger children 
(who were more often x-rayed) than in the older 
children. 


Several things happened during the years when the 
survey children were born, including the establishment 
of the National Health Service in 1948, a steady increase 
in the number of hospitals and clinics with x-ray depart- 
ments, and an increasing use of x-ray by obstetricians. 
The effect of these changes is difficult to judge, but it 
has since been ascertained that in four maternity 
hospitals, serving large cities, the percentage of children 
who were x-rayed in utero more than doubled during 
the first seven years of the National Health Service. 


In order, therefore, to discover the age distribution 
of the irradiated cases it was necessary to compare cases 
with controls. It has been suggested that mothers of 
live children are more likely to forget remote events 
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ed. than mothers of dead children, but there were several exposed to prenatal x-ray between 1948 and 1955 would 
the pointers which suggested that this type of memory bias be expected if the mothers of controls were reporting 
by has not invalidated the survey records. For instance, accurately. In the four hospitals mentioned above, the 
ith the case/control differences for serious illnesses were percentage of x-rayed children increased from 16 in 
‘he greater for younger children than older children (see 1948 to 36 in 1955. In the control groups (see Table VII) 
vas Table IID. This was also true of x-ray films taken the corresponding figures were 4 and 10%. It follows 
after birth (Stewart et al., 1958) and of treatments with _ that it is probably safe to rely on case/control contrasts 
la sulphonamides and antibiotics (unpublished data). for judging the age distribution of cases of leukaemia 
wo Finally, a doubling of the percentage of control children and cancer due to prenatal x-ray exposure. 
: 
ase TaBLeE VI.—Leukaemia and Cancer Sibships 
vO 
aly Position in Sibship 
Other Fi 
in Ist 2nd 3rd 4th Sth 6th 7th 8th ccd 
‘as 1 | F.Dead. | Dead. | M. Dead. | F. Survey. One stillbirth 
1a Lymphatic Pyloric P i Lymphatic 
? leukaemia. stenosis. 10 months leukaemia. 
lyear 4 days 5 years 
be Pneumonia 
f 2 M. Alive. M. Alive. M. Alive. F. Dead. M. Survey. 
oO 22 years. 19 years. 15 years. Lymphatic Mongol. 
n- Healthy “* Not very Healthy leukaemia. Stem-cell 
fit” 13 years leukaemia. 
2 years 
of ~ 3 | M. Alive. | F. Dead. | F. Survey. Paternal first cousin with 
nt 8 years. Acute Lymphatic leukaemia 
Healthy leukaemia. leukaemia. 
Bs 8 months 4 months. 
Bilateral 
h talipes 
- = 
4 | M. Survey. | M. Dead. / Mother treated for 
2d Lymphatic ymphatic anaemia during both 
al leukaemia. leukaemia. Pregnancies. Maternal 
7 years. 4 years grandparents first 
Fracture cousins 
id 5 | F. Alive. M. Alive. | M. Survey. | M. Dead. | M. Alive. ae 
8 years. 7 years Cerebellar Cerebellar 4 yer .. 
1€ Healthy Healthy medullo- medullo- Healtny 
id blastoma blastoma. 
2 years 3 years 
y 6 | M. Alive. F. Survey. M. Alive M. Ative. Father also has neuro- 
T, 10 years. 6 years. 7 years 4 years. fibromatosis (alive) 
Neurofibro-| Neurofibro-| Healthy Neurofibro- 
4 matosis matosis matosis 
ity 7 | M. Dead. | F. Dead. F. Alive. M. Survey. : Both parents’ blood in- 
S, * Acute * Acute 5 years. 5 months. vestigated: mother 
reticulosis. reticulosis. ** Blood * Acute normal ; father “ same as 
3 months 6 months dyscrasia ”’ reticulosis children ” 
8 M. Dead. F. Survey. M. Alive. Mother had left eye 
Retino- tino- 1 year. removed at | year 
blastoma. blastoma. Healthy 
e 5 years 5 years 
e 9 | M. Alive. M. Dead. M. Dead. M. Survey. Two miscarriages. 
21 years. Lympho- Lympho- Lymphatic Paternal grandfather 
n Osieo- sarcoma. sarcoma. leukaemia died of pneumonia at 27 
d myelitis 2 years 2 years + lympho- 
sarcoma. 
f 5 years 
a 10 | M. Dead. | F. Survey. | M. Alive. | M. Alive. Mother had repeated ear 
e Cerebral Lymp 6 years. 6 months. infections 
tumour sarcoma + Healthy Healthy 
). 4 years stem-cell 
leukaemia 
5 years 
; Il F. Dead. F. Survey. F. Alive. M. Alive. Mother’s sibship included 
r Lympho- Stem-cell 8 years. 7 several miscarriages and 
sarcoma leukaemia. Healthy Healthy stillbirths 
2 years 4 years 
; 12 | M. Alive. | M. Dead. | M. Alive. | M. Survey. Paternal grandfather died 
t 15 years. Lymphatic 5 years. Neuro- of pneumonia at 29 
Healthy leukaemia. Healthy blastoma. 
4 5 years 18 months. 
Chronic 
otitis media 
4 13 M. Alive. F. Alive F. Dead. F. Alive. F. Alive. F. Dead. F. Alive F. Survey. 
t 27 years. 20 years Cerebral 15 years. 11 years. Atelectasis. 8 years. — 3y 5. 
y Healthy Healthy tumour. Healthy Healthy s Meningitis Wilms’s 
13 years at 3 years tumour 
' 14 | M. Dead. F. Alive. F. Survey. One miscarriage. Father 
: Aplastic 11 years. Lipomei- has psoriasis 
anaemia. Ichthyosis anomatous 
1 year reticulosis.t 
6 years. 
Ichthyosis 
phagocytic reticuloses of unusual type. 
+ High fever. Blood count: W.B.C., 3,000; Be lymphocytes. Sternal puncture: marked granulocytic reaction and maturation delay at the metamyelocyte 
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Division of the cases and controls into two-year 
age-groups (see Table VII) revealed a continuous rise 
in the case/control ratio for prenatal x-ray exposure 
from 1.38 for children under 2 years of age to 3.22 for 
children aged 6 and 7 years, followed by a slight fall 
to 3.00 for children aged 8 and 9 years. Division by 
year of birth produced comparable findings, but the 
difference between children born during 1946-8, who 
were between 4 and 9 years of age when they died (ratio 
3.06}, and children who were born earlier and were 7 to 
10 years of age (ratio 1.29), was greater than the 
difference between the two oldest age-groups. 

Ford, Paterson, and Treuting (1959) have since carried 
out a survey in which children who died of malignant 
diseases were compared with children who died from 
other causes. On this occasion the x-ray data were 


In the leukaemia group there were four matched sets 
(cases and controls) which failed to show the usual 
excess of pre-natal x-ray exposures among cases 
(Table VIID. 


In Table IX the leukaemias and cancers are divided 
into six diagnostic groups; in each of these subgroups 
the number of children exposed to prenatal x-rays is 
compared with the expected number, on the basis of the 
control children’s experiences. According to this analysis 
neither stem-cell leukaemias nor monocytic leukaemias 
showed an excess of prenatal x-ray exposures, but the 
ratio of observed to expected numbers for all non- 
granular leukaemias (1.68) was not significantly different 
from the ratios for other and unspecified leukaemias 
(2.02) and for cancers (1.83). 


TasBLe VIII 
TaBLe VII.—Prenatal X-ray Examinations. Age and Cohort 
Analyses Prenatal X-ray No. of 
Exposures Children 
Cases Controls | ase! Leuk. | Cont. | Leuk. | Cont 
tios nm under 
No. | % | No.| % | No. | % Children whose mothers were ove 
t onset of s oms 
<2 19 | 11-2 47 | 48 | 11-0 | 1-38 Mongols (case/control pairs) 0 > 19 19 
2 32 13-2 31 13-5 40 8-5 1-58 
45 ,, 23 13-1 18 9-8 
4 | 34] 300 TABLE IX.—Prenatal X-ray Examinations. Diagnostic Groups 
Age at 
Year of Death Ratio Observed 
Birth (Years) Diagnostic Groups Observed Expected* to Expected 
1943-5 7-10 ° 6 9-5 3 43 7 5-3 | 1:29 
946-8 9 23 10:8 26 11-5 16 3-6 | 3-06 Leukaemias: 
1949-51 1- 6 41 | 136] 41 | 142} 46 | 7-8 | 1-78 Lymphatic 57 28-96 1-97 
1952-5 0-3 26 | 128 | 45 | 165 | 48 | 10-1 | 1-43 Stem-cell 9 8-88 1-01 
Dating of x-ray: Monocytic es 1 1-96 0-51 
First half of 7 0-9 18 21 2 0-1 | 12:50 Myeloid 10 * §-13 1-95 
Sec 89 | 11-4 | 97 | 11-3 | 115 | 7-0 | 1-62 Unspecified 19 9-25 2-05 
Totals .. 96 12-3 | 115 13-4 | 117 71 1:80 Allleukaemias .. Pe 96 54-18 1-77 
All cancers 115 62-82 1-83 
Numbers at risk oP 780 858 1,638 


obtained from medical records and no reliance was 
placed on the mothers’ memories. Again the case/control 
ratio for prenatal x-ray exposure was found to be greater 
for children between 5 and 10 years of age than for 
younger children. 


Both surveys suggest that there are some cases of 
cancers and leukaemias due to prenatal x-ray exposure 
in every age-group between 0 and 10 years. But, in 
proportion to the number of children who are x-rayed, 
these cases are commoner between 5 and 10 years of age 
than between birth and 5 years of age. If this is so, 
it is safe to assume that prenatal x-ray exposures have 
contributed little or nothing to the early peak of 
leukaemia mortality, and are only numerically important 
after 5 years of age. The survey findings also suggest 
that the maturation period for leukaemias due to 
prenatal x-ray exposure is approximately the same as 
the maturation period for leukaemias due to neonatal 
x-ray exposure (Polhemus and Koch, 1959). 

The precise risk attached to prenatal x-ray exposure 
is difficult to estimate, but it clearly depends on the date 
as well as the intensity of the exposure. Table VII 
shows the 27 children who were x-rayed in the first half 
of pregnancy. These included 2 controls, 7 with 
leukaemia, and 18 with cancer (including two retino- 
blastomas and three ovarian tumours). The numbers 
are small, but they suggest that children who are x-rayed 
early in pregnancy are more likely to develop cancer 
than leukaemia, and that the risk of both diseases is 
far greater than the risk attached to x-ray films taken 
shortly before birth. 


as ee based on all controls, in one-year age-groups, sexes com- 

Finally, the 96 children who were x-rayed in utero 
included five with fractures, 10 with serious pyogenic 
infections, and one child who had a distant relative 
(great-uncle) with leukaemia. There were no serious 
congenital defects ; one child had nystagmus and three 
had naevi. 


Discussion and Conclusions 


Two distinct varieties of childhood leukaemias have 
been identified, only one of which is numerically 
important. The commoner variety is responsible for the 
early peak of leukaemia mortality and produces non- 
granular malignant cells. These cells are often called 
lymphoblasts or monoblasts, but they are probably 
derived from undifferentiated stem or blast cells. 
Children with this type of leukaemia, particularly boys, 
are especially prone to pneumonia and other pyogenic 
infections in infancy ; they are often mongols, and occa- 
sionally a brother or sister has exactly the same type of 
leukaemia. It is suggested that these prezygotic 
leukaemias are due to the inheritance of a gene which 
produces premalignant changes in ancestral cells of the 
reticulo-endothelial system. During embryogenesis these 
abnormal cells are liable to undergo further changes 
which finally lead to the production of malignant cells. 
If the congenitally defective stem cells survive embryo- 
genesis unchanged, they may become malignant at a 
later date if exposed to conditions of leucocyte stress— 
for example, bacterial infections—or remain indefinitely 
in a premalignant state. 
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The second variety of leukaemia is rare in childhood 
but may be caused by irradiation in utero. In these 
prenatal leukaemias the malignant cells may be myelo- 
blasts, lymphoblasts, or stem cells; resistance to 
pyogenic infection is lower but not much lower than 
normal, and death before the age of 5 years is unusual. 
Prenatal leukaemias have not so far been found in 
association with mongolism nor with a second case of 
leukaemia in a near relative. It is suggested that they 
are due to changes in somatic cells which have pre- 
malignant and eventually malignant consequences. In 
these cases the unaffected leucocytes react normally 
to intercurrent infections. 

According to this theory the relatively high incidence 
of cancers and leukaemias in early childhood is due to 
the fact that in this age-group there are, in addition to 
cases arising in utero, cases which are due to the 
inheritance of a cell-specific anomaly which has pre- 
malignant propensities. In these cases embryogenesis 
acts as a promoting factor and all cells of the specified 
type are abnormal. Hence the exceptionally low 
resistance to pyogenic infections in cases of prezygotic 
leukaemia. 

Before the discovery of sulphonamides and antibiotics 
the commonest cause of death among children with a 
congenitally defective reticulo-endothelial system was 
probably pneumonia ; nowadays it is possible for these 
children to survive these infections, only to die later of 
leukaemia. It is suggested that the advent of these 
remedies has produced three changes: a spectacular 
increase in the early peak of leukaemia mortality ; an 
increase in the risk of death from leukaemia among 
mongols ; and an increase in the number of sibships 
with more than one case of leukaemia or lympho- 
sarcoma. 


If these conclusions are correct, the leukaemia death-. 


rate will eventually settle down to a level which will 
depend on how successful we are in preventing and 
curing bacterial infections. We shall also discover that 
some but not all children with stem-cell leukaemias have 
abnormal pedigrees. What exactly will be found in the 
relatives of these children will depend on several factors 
(including access to x-rays and antibiotics), but a 
systematic search for miscarriages, stillbirths, leuco- 
penias, lethal infections, anaemias, and leukaemias is 
now indicated. Already Ardashnikov (1947) has noticed 
unusual lymphoid reactions to infections in the relations 
of leukaemia patients. De Vries, Peketh, and Joshua 
(1958) have found a case of lymphatic leukaemia in a 
family with hereditary leucopenia, and Cramblett, 


Friedman, and Najjar (1958) have discovered a mother . 


and child with lymphatic leukaemia. This child was 
normal at birth and remained well for nine months, 
but, because the mother died during the puerperium, 
the child’s blood was examined when it was a few days 
old. The differential white-cell count on this occasion 
revealed 65% of lymphocytes. 

If, as has been suggested, there is a common link 
between mongolism, liability to pyogenic infections, and 
leukaemia, it should be possible to demonstrate this 
in other ways and discover whether the low serum 
proteins and poorly segmented polymorphs of mongols 
(Turpin and Bernyer, 1947: Mittwoch, 1957) are 
implicated. 

Again, if diagnostic x-ray examinations are powerful 
enough to cause malignant or premalignant changes in 
foetal cells, they should also be capable of causing malig- 


nant or premalignant changes in germ cells. It is already 
on record that the mothers of the survey cases (leukaemias 
and cancers) had more abdominal x-ray examinations 
before marriage than the mothers of controls (Stewart 
et al., 1958). This observation has been regarded as a 
weakness in the data (Cronkite, Moloney, and Bond, 
1960), but it may prove to be an important finding. 

The final conclusion is that the role of leucocytes in 
pyogenic infections, and the profound changes which 
have followed the discovery of antibiotics, have led to 
the discovery of a variety of leukaemia in which the 
first decisive event predates conception and produces 


~ a preleukaemic gene. The prezygotic leukaemias derived 


from these genes are responsible for the early peak of 
leukaemia mortality (2-4 years) and have their counter- 
part in other cancers. It is also suggested that in any 
population the numbers of preleukaemic genes and the 
numbers of prezygotic leukaemias are to a large extent 
controlled by the prevalence and mortality of pyogenic 
infections. In this country the pneumonia death-rate 
has been decreasing throughout the present century. 

The findings as'a whole suggest that malignant 
diseases are caused in the following ways. 

In every case the initial or predisposing event is a 
gene mutation which may be caused by any mutagen, 
including x rays. These mutations may affect different 
loci and different alleles at the same locus; the loci 
determine the organ or system in which the cancer 
appears and the alleles determine the precise intermediate 
character of the cancer cells and the nature of the 
intermediate (premalignant) effects. 

Thus leukaemias and lymphosarcomas are due to 
mutations in genes controlling the leucopoietic system. 
The resulting cancer cells may belong to the myeloid, 
lymphatic, stem-cell, or reticular series, depending on 
which alleles are affected, and the malignant phase of 
the disease may be preceded by aplastic anaemia, 
polycythaemia, leucopenia, impaired phagocytosis or 
reticulocytosis, thrombocytopenia, persistent foetal 
haemoglobin, or other signs of disturbance in the bone- 
marrow or lymph nodes. 

If the original mutation occurs in a germ cell it 
produces no effects unless and until the affected cell 
is successfully fertilized. Should this happen the pre- 
malignant effects will be relatively conspicuous and may 
be transmitted to future generations as a cell-specific 
congenital defect. When the cancer supervenes the 
relevant tumours will consist mainly of embryological 
or “stem” cells and might be called prezygotic or 
inherited cancers. 

If the original mutation occurs in a somatic cell, it will 
produce no effects unless and until the affected cell 
divides again. When this happens the premalignant 
effects may be inconspicuous or absent. When the 
cancer cells appear they will assume a relatively mature 
form which may differ from case to case. In these 
post-zygotic or acquired cancers there is no danger of 
a precancerous state being transmitted to future 
generations. 

In all cases of prezygotic cancers, and in some cases 
of post-zygotic cancers, secondary or precipitating events 
may be needed to convert precancer cells into cancer cells. 
These events do not affect cancer sites or cell types but 
are apt to occur: (1) when the affected cells are 
immature or develop signs of senility, and (2) in the 
presence of coincidental conditions, which may be acute 
—for example, puberty, trauma, and acute infections— 
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or chronic—for example, mongolism, endocrine dis- 
orders, hyperchlorhydria, chronic mastitis, chronic 
bronchitis, etc. 

In spite of their non-specificity all precipitating events 
have one thing in common: they represent conditions 
of “cell stress” and therefore tend to reveal latent 
defects in organs or systems derived from abnormal 
genes. 

Prezygotic cancers fall into two groups, depending 
upon whether the original mutation has occurred in a 
parental germ cell (first-generation cases) or in a more 
remote ancestral cell (pedigree cases). In first-generation 


cases there will be no previous family history of the” 


cell-specific cancer or congenital defect, but the 
descendants of these cases may be affected. In pedigree 
cases there may also be a previous familial incidence 
of the cell-specific congenital defect or cancer—for 
example, intestinal polyposis, von Recklinghausen’s 
disease, hereditary leucopenia, or retinoblastoma. 


The survey data were collected by medical officers of 
health, and local authority health departments defrayed the 
cost of the field work. Financial help was also obtained 
from the Lady Tata Memorial Trust, the Lena Grant and 
Nan Williams Memorial Trust, the Medical Research 
Council, and the U.S.A. Public Health Department. It is 
a pleasure to place on record my gratitude for all this help. 
I also thank my colleagues, Dr. Josefine Webb, Mr. David 
Hewitt, Dr. Winifrid Pennybacker, and Mrs. Renate Barber, 
for their work on the survey records. 


ADDENDUM 


Since writing this paper three relevant investigations 
have been reported. A follow-up, in 1958, of 38,114 
children who were born between 1945 and 1947 and were 
x-rayed in utero did not reveal an overall excess of 
deaths from leukaemia (Court Brown, Doll, aud Hill, 
1960). From unpublished data supplied by these authors 
it has since been ascértained that one-third of these 
children were born’ before 1950 and two-thirds during 
1950-7. In the older group (aged 8-13 years at the time 
of the follow-up) there were 7 leukaemia deaths, or 70% 
more than the expected number ; in the younger group 
(0-7 years) there were 2 leukaemia deaths, or only 
one-third of the expected numbers. 

Doll (1960) has shown that international differences 
in leukaemia incidence are due mainly to lymphatic 
leukaemias in childhood and old age. These cases are 
relatively common in populations which have experi- 
enced a continuous decrease in the pneumonia death-rate 
since 1900—for example, Great Britain, Scandinavia, 
and the white population of the U.S.A.—and rare in 
populations which maintained a high pneumonia death- 
rate until 1945, when penicillin first became available— 
for example, Ceylon, Japan, and the coloured population 
of the U.S.A. 

Finally, a case of lymphatic cum blast-cell leukaemia 
has been reported in a girl whose blood was found to 
contain 19% of foetal haemoglobin (Shuster, Jones, and 
Kilpatrick, 1960). A brother of this patient died in 
infancy of an unknown cause. 
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Amoebic hepatitis, well known in its acute form, is 
considered to be the early (pre-suppurative) stage of 
the solitary abscess or multiple abscesses of the liver 
(Lichtman, 1949 ; Seneca, 1956). Chronic lesions of the 
liver interstitium and parenchyma have been described 
as occurring in chronic abscess of the liver and in 
chronic amoebic colitis (Chatgidakis, 1953; Seneca, 
1956). In the former condition fibrosis and thickening 
of the portal tracts have been observed. In the latter, 
fat degeneration or necrosis of the liver cells, hyper- 
plasia of the connective tissue of the portal spaces with 
inflammatory infiltrations by lymphocytes and mono- 
cytes, as well as regeneration of the liver cells, have been 
reported (Lichtman, 1949 ; Seneca, 1956). These lesions 
are considered to be due to toxic substances produced 
by amoebae or other bacteria in chronic colitis 
(Lichtman, 1949), 

Cases of chronic hepatitis due to the presence of 
amoebae in the liver without a localized abscess have 
not yet been published. The purpose of this paper is to 
present such a case. 


De Vries, A., Peketh, L., and Joshua, H. (1958). Acta med. 
ay 
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Fic. 1 


Fic. 1.—Entamoeba histolytica in ascitic fluid. 


Fic. 2.—First needle biopsy of liver. Entamoebae_histolyticae 
(arrowed) among liver cells with vacuoles in cytoplasm; slight 
inflammatory infiltration. 


Fic. _3.—Entamoeba histolytica in liver abscess produced experi- 
mentally in guinea-pig. 


Fic. 4.—Surgical liver biopsy. Amoebic granuloma of liver. Two 
Entamoebae histolyticae (arrowed) with vacuoles in cytoplasm. 


H. M. ASKENASY ET AL.: CHRONIC 
OSTEOMYELITIS OF BASE OF SKULL 


Fic. 1.—Necropsy specimen from Case 1. Disease process 
has destroyed floor of sella turcica and invaded hypophysis. 


Fie. 2.—Case 2. Radiograph showing destruction of left Fic. 3.—Case 3. Tomogram showing bony defect in left pyramid. 


orbital roof. 


1. ‘ 
Fia. 2 Fic. 3 
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f normal anal duct. The epithelium is stratified and 
the columnar cells of the surface layer contain mucin (black). Stained 


Fic. A.—Section o 
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with haematoxylin and alcian blue. (x 150.) 


Fic. B.—Section of fistula specimen. 


CYSTS 


‘ D _There are two large cystic cavities deep 
to the internal sphincter which are filled with pus. 4.) 


INTERNAL SPHINCTER 


x4, 


blue The black globules are mucus, which is mostly concentrated in 


the surface cells. 


Some free mucus is present in the lumen. 


(x 180.) 


Fic. D.—High-power photomicrograph of a 

fistulous track. The lumen is lined by stratified 

epithelium with a columnar-celled surface layer. 

There is a palisade ” effect. 
x 


Fic, F.—Fistula with typical anal-gland epithelium. 
There is a large lymph — adjacent to it. 
x 70. 


Fic. C.—Vegetable material in_an_ infected, 
cystic anal gland. (x 120.) 
‘ 
~<a? Fic. E.—Photomicrograph of fistula stained with haematoxylin and alcian pd 
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Case Report 


A 32-year-old woman was admitted to the Evangelismos 
Hospital because of pain on the right side of the thorax 
and low-degree pyrexia. Since early childhood she had 
complained of periodic episodes of abdominal distress, 
distension, generalized abdominal pain, and diarrhoea with 
blood and mucus in the stools. In 1941-2, during the 
German occupation, these symptoms became worse, and 
oedema of the legs also appeared, due probably to mal- 
nutrition. Six months before her admission to hospital her 
condition had deteriorated and there was pain in the chest. 
Physical examination showed a malnourished woman with 
oedema of the face and both legs as well as abdominal 
distension. There was dullness to percussion on the right 
side of the thorax. Pleural puncture yielded 3 ml. of slightly 
turbid fluid. The liver was enlarged six finger breadths 
below the costal margin and tender on palpation. The 
spleen was not palpable. The other organs and systems 
yielded no abnormal findings. 

The results of laboratory investigations were as follows. 
Blood examination: R.B.C. 4,300,000 per c.mm.; Hb 
13.2 mg. per 100 ml.; haematocrit 40; W.B.C. 10,600 per 
c.mm.; E.S.R. 16 mm. in one hour. Urine analysis and 
liver function tests negative. Total serum protein 3.10 mg. 
per 100 ml. (albumin 2.15 mg., globulin 0.95 mg.). Blood 
sugar 88 mg., blood urea 20 mg., and blood cholesterol 
150 mg. per 100 ml. Serum chlorides 480 mg., sodium 
300 mg., and potassium 20 mg. per 100 ml. Wassermann 
and Kabn reactions negative. Pleural fluid: Rivalta 
reaction negative ; albumin 0.12 mg. per 100 ml. ; a few red 
cells and lymphocytes (80%) seen on microscopical examina- 
tion; culture for bacteria negative. Examination of stools 
for parasites negative. Mantoux skin test negative 
1:100,000. X-ray examination showed effusion on the 
right side. Gall-bladder series, barium enema, and 
pyelography negative. The electrocardiogram was within 
normal limits. 

Since no clinical improvement was noted after administra- 
tion of streptomycin (1 g. daily for 23 days) a chronic 
amoebic colitis was suspected on the basis of the patient’s 
history. Chloroquine diphosphate (500 mg. daily for four 
days and 250 mg. for one day) was given. During the first 
two days of therapy the patient’s condition deteriorated ; 
the temperature rose to 39.2° C. (102.6° F.) and the right 
pleural cavity filled with fluid. This was confirmed 
fluoroscopically. Examination of the pleural fluid showed: 
Rivalta reaction negative ; albumin 0.10 mg. per 100 ml. ; 
polymorphonuclear cells 80%. No parasites or neoplastic 
cells were detected and no bacteria were cultured. 

The chloroquine was stopped and emetine hydrochloride 
{60 mg. daily for 10 days) given subcutaneously. Four days 
later the patient felt much better. The temperature dropped 
from 39.2° C. (102.6° F.) to 36.5° C. (97.7° F.). The right- 
sided pain became much less intense and the pleural fluid 
almost disappeared. The liver was reduced to normal size. 
After eight days’ intermission the treatment was repeated 
for four days. The patient felt quite well and was 
discharged. 


Second Admission 

Four and a half months later she was readmitted because 
of recurrence of symptoms. A generalized oedema appeared, 
with ascites and abdominal distension. The liver was again 
enlarged six finger breadths below the right costal margin. 
The laboratory data were found to be similar to those of 
the previous admission. An abdominal paracentesis was 
performed, and examination of the ascitic fluid revealed: 
Rivalta reaction negative; albumin 0.5 mg. per 100 ml.: 
lymphocytes 80% ; a few red cells. Culture of the fluid 
for bacteria was negative. Some formations with the 
features of Entamoeba histolytica were seen in the 
ascitic fluid (Special Plate, Fig. 1). Proctosigmoidoscopy 
revealed marked hyperaemia of the sigmoid area up to 
25 cm., with small superficial ulcerations of the mucosa. A 
rectal smear from the ulcerations did not reveal amoebae 
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or other parasites. A liver specimen taken by needle biopsy 
showed the following histological appearances. The liver 
parenchyma was well preserved. The outline of the liver 
cells was sharply demarcated, the cytoplasm finely granular 
and well preserved. The nuclei were easily visible, with fine 
chromatin granules. The interlobular connective-tissue 
spaces showed, in some areas, inflammatory cellular infiltra- 
tions of lymphocytes, monocytes, and some polymorpho- 
nuclear leucocytes. Similar inflammatory infiltrations were 
also seen in the dilated interlobular capillaries. In one area 
two formations were observed among the liver cells showing 
the morphological features of E. histolytica with large 
vacuoles in the cytoplasm (Special Plate, Fig. 2). 

Animal experiments were carried out by injection of 2 
3, and 5 ml. of ascitic fluid respectively into the portal vein 
of three guinea-pigs ; 4 ml. of ascitic fluid were also directly 
injected into the liver parenchyma of another guinea-pig. 
The animals were killed 17 days later. In the last guinea- 
pig an abscess of the liver 2 x 2 cm. in diameter was found, 
in which some E. histolyticae were detected histologically 
(Special Plate, Fig. 3). In the other three animals no liver 
abscess had developed. 

The patient was put on a high-calorie diet plus a multi- 
vitamin preparation, and anti-amoebic therapy was 
continued with emetine, 60 mg. daily for 10 days. After 
eight days’ intermission 250 mg. of chloroquine daily was 
given. The patient’s general condition promptly improved 
and the oedema of the legs and the ascites rapidly lessened. 

Sixteen days after the end of this course of therapy a 
second needle biopsy of the liver showed the same picture 
as the first biopsy. In this specimen E. histolytica was 
found in an inflammatory area of the interlobular connective 
tissue. 

Three months after the second admission and one month 
after the second biopsy—that is, on October 31, 1958 
exploratory laparotomy was performed. The peritoneum 
was normal in appearance and no ascitic fluid or adhesions 
were found. The liver was normal in consistency and size. 
No evidence of any abscess was seen. The colon was intact. 
Two small specimens were taken from both liver lobes for 
‘pathological examination. 

Histologically, the parenchyma in these specimens showed 
the same picture as the previous liver biopsies. In addition. 
small inflammatory foci of lymphocytes, histiocytes, a few 
polymorphonuclear leucocytes, and several large cells with 
large nuclei pocr in chromatin arranged in small groups, 
were found in some interlobular spaces. There were some 
giant cells with multiple nuclei arranged in the periphery. 
A few E. histolyticae were also found in these foci. There 
was no evidence of necrosis. These formations in the 
interlobular spaces constitute granulomas (amoebic 
granulomas) (Special Plate, Fig. 4). 


Discussion 


- The liver findings in this case are indicative of a 
chronic non-suppurative amoebic hepatitis. It must be 
considered that the disease began at the time when the 
patient presented the diarrhoeic syndrome with blood 
and mucus in the stools. The fact that no amoebae or 
other parasites were found in the stools on several 
examinations cannot be held to exclude amoebic 
hepatitis, because it is well known that “in a great 
number of cases of amoebic abscess of the liver in 
autopsies no bowel lesions can be demonstrated.” 
Chatgidakis (1953) found that, of 87 cases of amoebic 
abscess studied at necropsy, 24 (27.6%) had no intestinal 
lesions. Similar conclusions are reached by Danker 
(1947) as well as by Gharpura and Saldanha (1931). 
The ascites was probably due to the chronic stage of 
the liver amoebiasis aggravated by malnutrition. The 
appearance of E. histolytica in the ascitic fluid is difficuit 
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to explain on the basis of only one case. Nevertheless, 
it is possible for E. histolytica to reach the ascitic fluid 
by the blood or lymphatic circulation or by infiltration 
of the peritoneum. 

The striking improvement in the patient's condition 
after anti-amoebic therapy also confirms the nature of 
the disease. The therapeutic test often gives the only 
valid evidence of amoebic disease. In explaining why 
no abscess developed in the liver during the long course 
of the disease it must be remembered that many 
different factors are related to the formation of the 
lesions of hepatic amoebiasis. Seneca (1956) mentioned 
that liver lesions produced by malaria, syphilis, alcohol, 
malnutrition, or trauma may predispose to the develop- 
ment of liver abscess. It must also be assumed that the 
majority of amoebae do not survive in the liver when 
the organ is intact. 


Summary 


An unusual case of chronic non-suppurative diffuse 
amoebic hepatitis has been described. Entamoeba 
histolytica was found in needle and surgical liver 
biopsies as well as in a liver abscess which developed in 
an experimental animal after injection of ascitic fluid. 
The mechanism of the disease process is discussed. 
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AMOEBIC LIVER ABSCESS IN GREAT 
BRITAIN 


BY 


J. W. PAULLEY, M.D., F.R.C.P. 
‘Physician to the Ipswich Hospitals 


It has been variously stated that the carrier rate for 
Entamoeba histolytica cysts in the faeces of groups of 
people who have never been out of Great Britain ranges 
between 1.6% (Morton et al., 1951), 2.7° (Dobell, 1921), 
and 4.7% (Matthews and Smith, 1919). As Morton et al. 
pointed out, considerable differences are likely to arise 
from the methods used and the criteria adopted, notably 
pathogenicity tests, there still being some doubt about 
the pathogenicity of small race strains. With increasing 
travel, and the effect of infected personnel returning 
from two world wars, the indigenous carrier rate may 
be expected to rise; for example, Morton et al. found 
a rate of 8.8%, in airmen returning from overseas. The 
same authors recorded three instances of clinical 
dysentery in patients who had never been abroad. 
Manson-Bahr (1943), in an extensive review of the 
literature, quotes seven authenticated cases of 
amoebiasis arising indigenously in the British Isles. 
Four of these had abscesses of the liver (Saundby and 
Miller, 1909; Wenyon, 1916; Simpson, 1926; Gilroy, 
1928), and in a personal communication in 1959 Air 
Vice-Marshal Sir Aubrey Rumball has told me of a 
further case. In France, Garin and Lépine (1924) 


recorded 208 cases of indigenous amoebiasis, two of 
them with liver abscesses. 


Case 1 


A youth of 18 was admitted to hospital on March 3}, 
1959. A diagnosis of retrocaecal appendicitis had been 
made, but at laparotomy the appendix was normal, and a 
manual search had failed to reveal any abnormality in the 
paracolic or subdiaphragmatic areas. The white-cell count 
was 22,400 (polymorphs 90%), and urine examination 
negative. A ‘pre-operative film showed the right diaphragm 
to be raised with some paracardiac collapse of the right 
lower lobe. “ Crystamycin” | ampoule b.d. was prescribed. 
The next day he was transferred by the surgeon to my care; 
though very ill, he was able to give the following history. 

At school early in February, 1959, he had “ influenza,” 
but afterwards never felt really well. Three weeks later he 
had further pyrexia, which was also thought to be influenza, 
and with it he had pain in the right lower chest posteriorly. 
Shortly before admission he had severe pain in the right 
upper abdomen. Movement and breathing caused the pain 
to be intense, and lying down gave him pain in the right 
shoulder-tip. His temperature was 103° F. (39.4° C.) and 
pulse 112; his tongue was dry and furred when the surgeon 
saw him. A provisional diagnosis was made of retrocaecal 
appendix with a leak into Morison’s pouch. 

The patient had always lived in the United Kingdom, 
apart from one holiday in Dinard and one in Brunswick. 
His father had spent a year in Palestine, but the patient had 
not been in touch with him for 12 years. He had once 
spent a few weeks’ holiday with an aunt who had lived in 
India. 

Examination on the day after his laparotomy (April 1) 
revealed a very toxic patient experiencing very severe pain 
over the right lower ribs on movement or breathing deeply. 
Lying on his left side exacerbated the pain. He was tender 
to percussion over the right lower chest and on palpation 
subcostally. A further antero-posterior chest film and a 
lateral view showed that the whole diaphragm was raised, 
but especially anteriorly. 

A tentative diagnosis of non-specific abscess of the liver 
was made in the absence of residence in the tropics or 
subtropics. Penicillin was increased to two mega units t.d.s., 
and chloramphenicol, 500 mg. q.i.d., was added. By April 2 
his temperature had fallen to 101° F. (38.3° C.), but his 
condition had deteriorated and he was having repeated 
drenching sweats. The pain in the right subcostal area 
increased, and any movement exhausted him. On the morn- 
ing of April 4 he was weaker and had had two rigors during 
the night. His condition was grave, and occasioned great 
anxiety. Emetine hydrochloride was initiated, 1 gr. (65 mg.) 
intramuscularly daily., Rigors and sweats ceased from that 
time, and 18 hours after his first injection he was less tender, 
and 36 hours later he was asking for food for the first time, 
and was able to turn in bed. He made an uninterrupted 
recovery and was afebrile by April 9. He had emetine for 
six days, and then chloroquine by mouth for three weeks. 
At the time of writing he was very fit, but his diaphragm 
was still elevated. 


Case 2 


A Pole aged 44, who had lived most of his life in Paris 
before the war and had never been further south than 
Marseilles, where he had once spent a three-months holiday, 
developed pneumonia and a right pleural effusion in 1943 
while serving with the Polish forces in Scotland. The 
effusion took several months to resolve. In 1946 he was 
admitted to the Middlesex Hospital with a recurrence of 
pain and signs of effusion in the right lower chest, a raised 
diaphragm, fever, and leucocytosis. He failed to respond 
to penicillin and sulphonamides. He spoke little English, 
but on being approached with a sigmoidoscope to search 
for amoebic ulceration he announced that he was “very 
small.” This was confirmed by the finding of a rectal 
stricture. With the aid of an interpreter there emerged a 
story of diarrhoea and what sounded like a mucosal slough 
while in Paris before the war. I carried out exploratory 
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needling of the liver and produced 30 ml. of “anchovy ” 
pus. Some air was returned, and x-ray films showed the 
abscess cavity. He made an uneventful recovery on emetine. 


Discussion 

Amoebic abscess of the liver is relatively common in 
this country: apart from the two patients recorded 
above, I have seen 15 further cases in civilian practice 
since 1946, 14 of these in Ipswich since 1949. For 
comparison during the same period I have seen two 
examples of liver abscess, apparently not amoebic ; one 
contained Haemophilus influenzae the other Staphylo- 
coccus aureus. Of the series of 15 patients all but one 
were men, all had been in the tropics or subtropics at 
some time, though in many instances the “ incubation 
period ” was long enough to raise doubts whether their 
infection may not have been indigenous in origin. 


___ Cases of L Liv er Amoebic Abscess Seen During 1946-60 


Sex | Age | Incubation Period Leucocytosis | Lobe of Liver 
M 39 8 years 0 Right 
M 38 0 
53 + ” 
M 52 0 
M 0 
M 33 6 months + *» 
M 56 | 20 years +. a 
M 72 0 
M 55 | 35 + ~ 
M 21 | 6 months 0 we 
M 35 11 years 
M 43 + 
M 29 | 2 0 
M 47 a | + Left 
M ? | + Right 


The Table gives the age of these patients and the time 
interval since their last residence abroad. In only one 
case did the abscess present in the left lobe of the liver, 
and in seven there was absence of leucocytosis—a 
common feature of the disease, but one to which 
attention cannot be drawn too often because the 
diagnosis of hepatic amoebiasis is often ruled out of 
consideration by doctors without tropical experience, 
because of a normal white blood count. 

There is little doubt that unrecognized amoebiasis 
exists in Great Britain, both as amoebic dysentery under 
the guise of ulcerative colitis, of which I have seen six 
samples, and under the diagnosis of non-specific, or 
cryptogenic, liver abscess. 

When one recalls the attention to detail required in 
the collection of specimens and in laboratory identifica- 
tion, even in hot climates, it would not be surprising if 
many vegetative E. histolytica or cysts were missed in 
our colder country, with, for the most part, its inexperi- 
ence in techniques. But, of course, it is exceptional to 
find the faeces positive in the hepatic form of the 
disease. 

I believe that amoebiasis is rarely thought of when 
liver abscess arises in patients who have never been 
abroad, possibly with tragic results ; I therefore recom- 
mend a therapeutic trial of emetine and chloroquine as 
of equal importance to antibiotics in all patients when 
liver abscess is suspected, and before resort is made to 
surgical drainage. 


Summary 


A case of amoebic abscess of the liver is recorded 
arising indigenously in a boy who had never left this 
country apart from two holidays in Northern Europe. 
A second case is described in a man who lived in 
Northern Europe all his life except for a three-months 
holiday in Marseilles. 
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Amoebic liver abscess is not rare in Great Britain, 
and reference is made to 15 further examples seen 
between 1946 and 1960, all of whom had lived at some 
time in aecepted endemic areas. 

In several of them the incubation period between 
residence in the tropics and onset was a long one. A 
trial of emetine and chloroquine, as well as antibiotics, 
is recommended in hepatic abscess of unknown 
aetiology before surgical intervention. 


Case 2 was under the care of Dr. G. E. Beaumont, and I 
thank him for permission to publish the clinical details. 
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PATHOGENESIS AND TREATMENT OF 
FISTULA-IN-ANO 


BY 


A. G. PARKS, M.Ch., F.R.C.S., M.R.C.P. 
Consultant Surgeon, the London Hospital and St. Mark's 
Hospital, London 


From the Research Department, St. Mark’s Hospital 
[With SpeciaL PLaTe] 


Descriptions of fistula-in-ano are found in the oldest 
known medical writings. The condition would appear 
to have been commoner in ancient and mediaeval times 
than it is to-day, since it occupies more space in old 
manuscripts than its present frequency would justify. 
John of Arderne gave an excellent account of the disease 
and its treatment in the fourteenth century ; his writings 
have been quoted frequently since the transcription of 
the manuscripts in the British Museum by D’Arcy Power 
(1910). From ancient times to the present day, treatment 
has remained the same—namely, operation in the form 
of a “lay-open ” with knife or cautery or the use of a 
seton. 

Pethaps the most widely held theory concerning the 
cause of fistula is that infection penetrates the wall of 
the anal canal through a fissure or other wound and 


‘that the infected track, once established, is maintained 


by faecal contents entering the internal opening. The 
“lay-open” procedure is based on this concept of 
aetiology. Any attempt at simple excision of the fistula 
is doomed to failure, because the surgical wound would 
also be affected by faecal contamination and would not 
heal. The only possible treatment, on this view, is to incise 
the track so that it becomes part of the anal canal. 
Provided that epithelization occurs from the edges the 
wound will become a new segment of the anal wall. 
Should the wound edges close over and heal prematurely 
the fistula will re-form deep to them. 

However, infection rarely crosses the wall of any part 
of the large bowel spontaneously unless there is a free 
channel in the form of a diverticulum or ulcer. One 
of the most cogent arguments against the theory that 
infection is caused by an anal wound is the extreme 
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rarity with which haemorrhoidal operations or injections 
are followed by perianal infection (Eisenhammer, 1958). 
These wounds become superficially infected only ; 
infection does not penetrate into the perianal tissues. 
Finally, the view that recurrent faecal soiling is the cause 
of persistence of a fistula is rendered virtually untenable 
by the fact that about 50% of cases do not have a 
clinically detectable internal opening, and any break in 
the anal mucosa which cannot be seen or probed is 
unlikely to allow sufficient contamination to perpetuate 
infection. 


The French anatomists Herrmann and Desfosses 
(1880) first described some small glands which ramify in 
the internal sphincter ani and the submucosa of the anal 
canal, finally discharging into the lumen at the muco- 
cutaneous junction. They suggested that infection in 
these glands could be a cause of fistula-in-ano. This 
view has been reiterated on many occasions, notably 
by Lockhart-Mummery (1929), Gordon-Watson and 
Dodd (1935), and Hill, Shryock, and ReBell (1943). 
Tucker and Hellwig (1934) demonstrated infection in 
and around the glands in cases of fistula, and suggested 
that the chronicity of the condition is due to the presence 
of anal-gland epithelium in the part of the track near 
the internal opening. They pointed out also that 
infection may destroy part of this epithelium, leaving 
only remnants behind. Kratzer and Dockerty (1947) 
examined over 100 anatomical specimens. histologically, 
and though they did not use serial sections they found 
anal glands in 55% of specimens; in 33% the ducts 
penetrated the internal sphincter. They noted that the 
direction of the ducts is downwards and that the 
epithelium is mucus-secreting. In 10% of their cases 
the glands were surrounded by lymphocytic deposits. 
Dunphy (1948) repeated the theory that fistula is due to 
anal-gland infection, and stressed the importance of its 
complete extirpation by excising the walls of the track 
near the internal opening. 

Eisenhammer (1956, 1958) goes further than previous 
writers and ascribes most anal abscesses and fistulae to 
anal-gland infection in the space between the internal 
and external sphincters. His views represent a consider- 
able advance in the theory and practice of treatment of 
these conditions. In particular he suggests that most 
anal fistulae should be treated by an_ intra-anal 
approach ; he advises internal sphincterotomy to reveal 
the intermuscular abscess. Unfortunately, his papers 
do not contain pathological confirmation of his views. 

It may be suggested that, as the “lay-open” type of 
operation is successful in practice, an attempt to find 
alternative methods of treatment is misguided zeal. The 
“ lay-open” operation is indeed usually effective and 
uncomplicated when applied to the common low-level 
fistula, but it has grave disadvantages when used for 
the high varieties. In the latter case wounds are 
produced which may take as long as two months to 
heal, during which time they have to be carefully dressed 
to avoid the edges healing over. The nursing care of 
such cases is tedious and may cause the patient consider- 
abie pain. In certain cases the healed wound is scarred 
and painful. Complicated descriptions in various text- 
books testify to the great difficulty in treating the fistula 
whose track passes above all the anal sphincters. In 
unskilled hands treatment of this last type may lead to 
very serious consequences indeed ; fortunately it is rare. 

The unsatisfactory understanding of the pathology of 
fistula and the need for improvement in operative treat- 
ment have led to the present investigation. It must be 
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emphasized that fistula of known pathogenesis such as 
tuberculosis, Crohn’s disease, ulcerative colitis, and 
penetrating foreign bodies, all of which constitute only a 
small proportion of cases, are excluded from this study.* 


Anatomy 
It is first necessary to recapitulate briefly the essential 
features of the anatomy of the ano-rectal region (Fig. 1). 
Two sets of viscera, the alimentary and genito-urinary, 


LONGITUDINAL Upper lamella of 
| LEVATOR ANI 
N i MUSCLE 
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——PERI-ANAL 
/] SPACE 
1 \ Superficial and 
MARGINAL NORMAL subcutaneous part of 
GROOVE SKIN EXT. SPHINCTER ANI 


Fia. 1.—Diagrammatic section through the anal canal. The 
visceral muscles form a tube which is surrounded and controlled 
by the somatic muscles, the external sphincter, and pubo-rectalis. 
pass through the pelvic hiatus (Parks, 1958). Being 
visceral structures, they contain only smooth muscle in 
their walls and are innervated by the autonomic system. 
As they pass through the hiatus, somatic muscles forming 
part of the muscular diaphragm are specially developed 
to form sphincters around them. These, which include 
the pubo-rectalis, not only prevent prolapse through the 
only weak point of the diaphragm, but enable voluntary 
control to be established over the visceral exits. In the 
anal region proper the visceral part consists of mucosa, 
circular muscle (the internal sphincter), and the longi- 
tudinal layer. Surrounding it are the various components 
of the external sphincter and pubo-rectalis muscles. These 
somatic muscles form a continuous layer, and the 
division into separate parts is largely empirical, though 
sometimes helpful in practice. The anal mechanism may 
therefore be likened to two tubes one within the other : 
the visceral tube is surrounded (and controlled) by the 
somatic one. Fibrous septa occur in the somatic muscles 
in a haphazard fashion and are unreliable guides to the 
possible course of fistulous tracks. Between the somatic 
and visceral components (external and internal 
sphincters) the longitudinal layer is found ; it is a natural 
plane in which pus can readily spread. 


Somatic skin should theoretically cease at the anal 
margin, but in fact it is found, albeit in modified form, 
up to a point roughly half-way along the anal canal. 
Here squamous mucosa changes to columnar, but this 
often occurs through a zone of transition ; the mucosa 
at this point is variable, but it usually consists of 
stratified cells with a surface layer which is columnar 
and mucus-secreting. The anal glands (or ducts) 
discharge into the zone of transition opening into the 
base of the anal crypts. Around them the fibromuscular 
tissue of the submucosa is thickened, and is attached 
both to mucosa and to the internal sphincter to constitute 
what I have previously called the “ mucosal ligament ” 
(Parks, 1956a). This forms a partial barrier in the 

*Also excluded are the very shallow sinuses which are occasion- 


ally formed as the result of the healing of the edges of an anal 
fissure. 
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submucosa separating the submucous space above (in 
which internal haemorrhoids are found) from the peri- 
anal or marginal space below. Somatic nerves supply 
the mucosa up to, and including, the zone of transition. 
Above this point the autonomic system takes over. 


Method of Study 

The structures in the anal region most likely to serve 
as channels for the spread of infecting organisms are 
the anal glands, as only these constitute an open canal 
between the lumen of the gut and the connective tissue 
of the sphincter muscles. It was decided, therefore, to 
make a further, more detailed investigation of their 
anatomy in normal tissue. 

Material for study was obtained at necropsy and also 
following radical excision of the rectum for carcinoma. 
Altogether 44 specimens were obtained from patients of 
varying ages ; 13 removed at necropsy consisted of the 
whole pelvic floor, including bladder and vagina or 
prostate and urethra. These were reconstituted into as 
nearly a natural state as possible before fixation and 
embedding. Sections were prepared in sagittal, coronal, 
and transverse planes in different specimens. In 31 
cases in which only the anal canal itself had been 
removed the specimen was cut anteriorly in the axis of 
the bowel lumen and pinned out flat. Sections were 
cut longitudinally. Specimens from adults (28) were cut 
into serial sections by a method previously described 
(Parks, 1956b). This is a thick-section, celloidin method 
which is the only practicable way of examining serially 
a large quantity of tissue. 

Specimens obtained from stillborn infants (16) or 
children dying a few days after birth, in which the 
amount of tissue is small, were prepared with the usual 
paraffin-embedded serial section technique.* In this way 
every part of all 44 specimens was examined and a 
comprehensive picture obtained of the anal canal and 
the surrounding structures. Details of the results will 
be published elsewhere ; only those particularly pertinent 
to the aetiology and anatomy of fistula-in-ano will be 
described here. 

Results of Study 

Anal glands were found in all specimens. Usually 
between six and ten glands are found around the anal 
circumference. Each discharges into an anal crypt, and 
sometimes two enter the base of one crypt. About half 
of the total number of crypts in any specimen have no 
glands entering them. 

The anatomy of the glands is variable. They branch 
immediately into a racemose structure of widely 
ramifying ducts. The ducts usually end blindly, but in 
three cases small cystic dilatations of the terminal por- 
tion of a duct were found. In one such case the cyst 
was 0.5 cm. in diameter. Branches of any one gland 
may extend over an area of about 1 cm. square. The 
commonest direction of spread is downwards into the 
submucosa of the perianal space. In no case did 
branches extend upwards above the level of the anal 
crypts. 

The histology of the glands is of considerable interest. 
The epithelium lining them is similar to that of the 
intermediate zone of the anal canal which lies between 
the true squamous mucosa below the anal crypts and 
the glandular epithelium of the upper anal canal. The 
cells are arranged in a stratified and often in a 
“ palisade” fashion. The surface layer consists of 


*I am indebted to Mr. lan McColl, who performed this part of 
the investigation, for permission to use his results in this paper. 
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elongated columnar cells, the luminal border of which 
stains strongly with P.A.S. and other mucin stains 
(Special Plate, Fig. A). They are not usually goblet 
cells. Their mucin content enables them to be identified 
even in grossly pathological material when only a 
remnant of epithelium may be left. 

Anal glands would be of academic interest only were 
it not for the fact that some send branches into the 
internal sphincter. In two-thirds of the specimens one 
or more branches entered the sphincter; in one-half, 
branches crossed the sphincter completely to end in the 
longitudinal layer. No branch was observed to go 
beyond the longitudinal layer into the external-sphincter 
group of muscles. This would be predicted on 
theoretical grounds, as it will be recalled that the anal 
mechanism has two parts, visceral and somatic ; the two 
parts are fused together, but do not intermingle, and 
hence it would not be expected that a visceral structure 
such as an anal gland would extend into a somatic 
group of muscles. 

Several branches of one anal duct may pierce the 
internal sphincter at different levels. They plunge 
radially through, following one of the many intersecting 
fibrous-tissue septa. Once in the longitudinal layer they 
usually terminate abruptly, but in one case a duct further 
divided to form a gland-like structure. This specimen 
was obtained at operation following a radical excision 
of the rectum (Fig. 2). The darkly staining area around 
the terminal ductules is lymphoid tissue ; there was no 
history of perianal infection in this patient. 


Fic. 2.—Thick section (500 ».) through the anal canal which shows 
an anal gland (arrowed) penetrating the internal sphincter. It 
breaks up into short terminal branches in the longitudinal layer ; 
surrounding these is a eats = area of lymphoid tissue. 

The anatomical arrangement is of great practical 
importance, because it means that the site and extent of 
an anal gland is predictable. It will be found in the 
lower half of the anal canal within the submucosa, 
internal sphincter, and longitudinal layer, but not 
beyond. It may be that on certain rare occasions 
congenital abnormalities of development result in a 
gland extending upwards into the rectal wall or into the 
somatic muscles: this does not invalidate the practical 
value of the knowledge of the normal arrangements just 
described. 
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Discussion 

The facts elucidated in this anatomical study naturally 
caused speculation as to their practical implications. 
For reasons previously stated it is hard to believe that 
the ordinary type of fistula-in-ano is maintained merely 
by faecal infection of its internal orifice. Anal glands 
provide free channels for infection to pass from the anal 
lumen deep into the sphincter muscles. Organisms 
entering by this route could set up acute inflammation in 
the longitudinal layer, which might then spread 


LONGITUDINAL 
MUSCLE 


INTERNAL 


SPHINCT PUBO-RECTALIS 


EXTERNAL 


(a) 


Fic. 3.—Diagrams to illustrate the spread of infection from the 
primary anal-gland abscess (a) into the surrounding tissues (6). 
The commonest course is that marked X, the most rare Y. 


secondarily in almost any direction. If spread was 
downwards in the longitudinal layer an acute perianal 
abscess would result ; if it passed outwards through the 
somatic muscles it would reach the ischio-rectal space 
(Fig. 3). 

In the course of time such an abscess would subside. 
It is quite likely that the anal glands, in common with 
many other glandular organs, can become the seat of 
chronic infection. Bacteria can reside and multiply in 
a gland which either is cystic or has an obstructed lumen. 
Being deep to the internal sphincter, the abscess will not 
readily discharge itself into the anal canal ; the circular- 
muscle coat of the bowel seems to be an effective barrier 
to infection. Once a chronic abscess has formed in this 
site infected material will continue to seep through any 
channel to the exterior. In fact, a fistula-in-ano is 
virtually a sinus secondary to a diseased anal gland, 
though the minute duct opening into an anal crypt 
makes it technically a fistula. This would fit in with the 
practical observation that about half the cases of anal 
fistula do not have a clinically detectable internal 
opening ; in the remainder the overt internal opening is 
due to rupture of the intermuscular abscess through the 
internal sphincter into the anal canal. On this theory, 
then, fistula-in-ano is a granulation-tissue track which is 
kept open by an “ infecting source *—that is, an abscess, 
deep to the internal sphincter, around a diseased anal 
gland. Knowing the anatomical site of the “ infecting 
source,” it should be possible to remove it and thereby 
allow the secondary track to heal. It must be empha- 
sized at this point that the origin of a fistula is the 
abscess in the longitudinal layer; all other tracks and 
ramifications are secondary to this. 


Operative Treatment 
Thirty-eight patients with fistula-in-ano have been 
treated on the basis of the assumptions of the preceding 
paragraph. The crux of the operation is the removal 
of the “infecting source *—the infected anal gland and 
its surrounding abscess which lies deep to the internal 
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sphincter in the mid-portion of the anal canal. The 
abscess is most easily approached and excised through 
the anal lumen. This procedure is usually supplemented 
by excising as much of the subsidiary track to the 
exterior as possible. 


The first step is to identify the internal opening of the 
fistula, because it overlies the “ infecting source.” In 
about half the cases it is readily identified by probing 
the external opening. In the other half, however, no 
obvious breach in the anal mucosa can be discovered, 
though the probe can often be inserted to a point just 
under the mucosa. In doubtful cases it is helpful to 
insert some pale-blue dye (a strong dye will discolour 
the tissues) into the external opening and observe the 
appropriate region through an anal speculum. The dye 
will seep through the minute and otherwise invisible 
orifice of the duct in the base of a crypt. 


The essential part of the operation is performed 
through a special anal specuium (Parks, 1956b). The 
aim is to remove a segment of the internal sphincter in 
which, and deep to which, the gland is situated (Fig. 4). 
It is not necessary to excise any of the external sphincter, 
because it is known from anatomical studies that 
glandular tissue does not extend into it. It is, therefore, 
important to be able to identify the internal from the 
external sphincters in situ. This is not usually difficult 
in the normal person, because the visceral internal 
sphincter is white, whereas the somatic external-sphincter 
fibres are reddish-brown. The area of operation is 
lightly infiltrated with adrenaline in saline (1 part of 
adrenaline in 100,000 parts of saline) to decrease 
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Fic. 4.—Exposure of the “~~ region of the fistula-by means 
of an anal speculum. The abscess of origin lies deep to the 
internal sphincter. 


capillary bleeding. This prevents the internal sphincter 
from becoming blood-stained and facilitates the 
differentiation between the two types of muscle. 

An incision is made in the mucosa of the anal canal 
for about 0.5 cm. above and to the sides of the gland 
of origin (Fig. 5); it is continued downwards to com- 
plete an ellipse, the lowest part of which is at the anal 
margin. In this way an oval area is incised surrounding 
the internal opening of the fistula. The lower border 
of the internal sphincter is next identified in the floor 
of the wound (Fig. 5). A segment of it is excised 


corresponding to the overlying mucosal incision ; it is 
dissected off the external sphincter, a manceuvre which 
is easy to perform until the intersphincteric abscess is 
approached. Here the two muscle groups are adherent 
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with inflammatory fibrous tissue and must be separated 
by cutting between them with scissors (Fig. 6). The 
intersphincteric abscess, which may have the typical 
appearance of an infected cyst, is lifted off the external 
spincters with the excised segment of internal sphincter. 
In doing so the operator may discover the origin of a 
secondary track leading to the skin of the perineum 
(Fig. 7). The accessible part of this is curetted. The 
anal wound created by removing a segment of the 
internal sphincter is then carefully examined for any 


/ 


Fic. 5.—An oval incision is made around the internal opening 
and the lower border of the internal sphincter identified. 


sor 


Fic. 6.—A segment of the ; external sphincter is incised correspond- 
ing to the mucosal incision. As it is dissected off the longitudinal 
layer the abscess of origin is discovered. 


Fic. 7.—A segment of internal sphincter together with the abscess 
has been excised: A secondary track leading through the external 
sphincter to the skin is revealed. 


further subsidiary tracts. The commonest site to find 
One is ih the longitudinal layer extending upwards deep 
to the circular muscle of the upper part of the anal 
canal. Such a track is excised or merely curetted. 


Attention is now given to the part of the track which 
passes from the external sphincter muscle to the perineal 
skin. After making an incision in the skin around the 
external opening, this is simply cored out as far as the 
external sphincters (Fig 8). Here the dissection meets 
the anal wound, so that the fistulous track and surround- 
ing fibrous tissue becomes free and is removed. It may 
be thought that this procedure creates a fistula far 
larger than the one present before operation. A large 
wound communicating between the anal canal and the 
perineum is indeed formed (Fig. 9c), but this surgically 
made track closes rapidly and is usually completely 
healed in four to six weeks. In the past attempts have 
been made to “ core out ” fistulae, but the majority have 
failed though some have been successful. The present 
procedure is a “core-out” supplemented by an intra- 
anal operation designed to eradicate the source of 
infection. Failure in the past was probably due in part 
to imperfect anatomical knowledge and in part to 
inadequate instruments to perform intra-anal operations. 

The intra-anal exposure has the further advantage 
that blind tracks penetrating the external sphincter or 
ramifying high in the intersphincteric layer can be 
directly observed and explored. Eisenhammer (1958) 
also advocates an intra-anal approach, but recommends 
sphincterotomy for the treatment of low anal fistula. 
Though this may cure a proportion of cases, there will 
certainly be recurrence if the intersphincteric abscess, 


pip 


=~ 
WS 


Fic. 8.—The external part of the track is cored out as far as the 
external sphincter. 


A 


(a) (b) 


Fic. 9.—Sagittal sections of the anal canal to illustrate the 
origin and course of fistula-in-ano (a), together with the effects 
of operation (b and c). (b) Illustrates the results of “ lay-open ” 
and shows how part of the abscess of origin may be left behind. 
(c) Is the effect of the procedure described, and demonstrates 
how the external sphincter is conserved in its entirety. The upper 
one-third of the internal sphincter is also retained. 
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lined by anal-gland epithelium, is not thoroughly 
excised. In contrast, the procedure herein described is a 
partial internal sphincterectomy of the abscess-bearing 
muscle. Fig. 9 illustrates (a) the origin and track of a 
mid-anal fistula, together with the result of treatment 
by (+) “ lay-open ” and (c) the operation described. Note 
that in (b) part of the abscess of origin may be left 
behind. It is important to leave at least the upper one- 
third of the internal sphincter intact; if all of it is 
divided the patient may become incontinent of flatus 
and fluid faeces. 


If the external opening is close to the anal margin (a low- 
level fistula) the anal wound will encircle both internal 
and external openings and the operation will be similar 
to a “lay-open.” When the external opening is situated 
in the skin over the ischio-rectal fossa, however, the two 
wounds are separated by a bridge of skin and external 
sphincter (Fig. 9c). The great virtue of the present 
procedure is that all the external sphincter is preserved. 
The higher the fistula, therefore, the more advantageous 
is this method, because with the “ lay-open ” technique 
the external sphincter is divided as high as the 
penetrating track. 

Following the “lay-open™ type of operation it is 
necessary to prevent the mucosal edges joining as a 
bridge over the wound, because this will cause the fistula 
to form again. The classical reason given for this is 
that any track with an internal opening in the anal canal 
will form a fistula. If the views presented here are 
correct, the efficacy of a “ lay-open” is due to the fact 
that the anal-gland epithelium lining the fistula is made 
to form part of the wall of the anal canal. If the 
mucosal edges join over the incised track the fistula 
recurs, because this gland epithelium is still present and 
will line the new track as it did the old. By. ineans of 
the technique described above, all anal-gland epithelium 
is removed, and hence the wound edges can unite with- 
out forming a recurrent fistula. No packing, irrigation, 
or other wound treatment is required ; only an external 
dressing is needed until the serous discharge has ceased. 
As a result there is a considerable economy of nursing- 
staff time and the patient is saved the discomfort 
associated with the after-care of “ lay-open ” wounds. 


Results of Operation 
All wounds healed per primum. In those instances 
in which a skin or muscle bridge was left crossing the 
excised track of the fistula healing was equally 
uncomplicated. 


In the past detailed descriptions of fistulous tracks 
were given, as it was believed that only by laying these 
Open was it possible to eradicate the disease. The 
conclusion drawn from this study is that complete 
extirpation of the intersphincteric abscess of origin is 
the crucial factor for cure. It is possible that in certain 
cases a track may be connected with a secondary deeply 
seated, poorly drained abscess which will itself per- 
petuate infection. Clearly, treatment must be aimed at 
establishing proper drainage of this in addition to 
excising the primary abscess. 


Pathology 
One of the reasons for performing the operation as 
described above was to obtain the tissue around the 
“infecting source” and subject it to serial sectioning 
in an attempt to find anal-gland epithelium. This has 
been reported from time to time in the past (for example, 
by Gordon-Watson and Dodd), but it is not commonly 
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found and is regarded as an unusual occurrence. 
Perhaps this is because in a “lay-open” only the 
external part of the track is likely to be removed and 
examined histologically. 

Material from 30 consecutive cases obtained in this 
way was cut into serial sections. There were 16 low 
anal fistulae, but in 14 cases the track passed through 
the main part of the external sphincter. Two specimens 
were from children of 3 and 10 months of age respec- 
tively. In these 30 specimens stratified mucus-secreting 
columnar epithelium characteristic of anal-gland mucosa 
was found in all but two; there was some variation in 
amount and distribution. The cases can be grouped 
into five main categories: (1) there was gross cystic 
dilatation of an anal gland ; (2) part of the inter-sphinc- 
teric abscess was lined by anal-gland epithelium ; 
(3) part of the track was lined by anal-gland epithelium ; 
(4) an anal gland was present but was not apparently 
part of the fistulous track; and (5) no anal-gland 
epithelium was discovered. 

Those in the first category (8 cases) are the most 
interesting and probably provide the clue to the origin 
of fistula. At operation a cystic cavity containing pus 
and mucus is found deep to the internal sphincter in the 
lower half of the anal canal (Special Plate, Fig. B). This 
may cOmmunicate with the anal canal through an 
opening up to 2 mm. in diameter. Vegetable matter 
was present in two of the cysts (Special Plate, Fig. C), 
suggesting that faecal material was able to enter the 
ducts of these particular cases. Frequently, however, 
the duct passing through the internal sphincter which 
joins the cyst to the bowel lumen is minute and may be 
free from evidence of infection. 

In the second and third groups (13 cases) there was a 
varying quantity of anal-gland epithelium lining the 
intersphincteric abscess or part of the fistulous track 
(Special Plate, Figs. D and E). In these cases also the 
origin of the disease is manifestly an infected anal gland, 
so that in this series 70% of cases were proved to have 
this aetiology. It would seem highly probable from the 
examination of the histological sections that infection 
started as in Group | with an infected cyst, but that 
part of the lining wall of the cyst has been destroyed 
in the course of the disease. In many cases the outline 
of the cavity closely,resembles that of a cyst wall, but 
is covered with granulation tissue. Sometimes only a 
fragment of epithelium is found, and for this reason 
serial sections are essential if anal-gland mucosa is to be 
detected. In a few specimens this was discovered in 
only one or two sections of all that were cut. It is 
possible that in the cases where no epithelium was found 
at all, either it had been destroyed altogether or islets 
of tissue were missed despite diligent searching. 

The reason why many have been sceptical about the 
theory that fistula was due to diseased anal glands is that 
these structures are so minute and insignificant when 
seen in normal tissue. Examination of the specimens 
described suggests an explanation of the problem. It 
is probable that the glands are abnormal before gross 
infection starts; they are not minute structures, but 
have attained diameters of up to | cm. as the result of 
cystic dilatation. The cause of this change, which was 
clinically obvious in eight cases of this series, could be 
either acquired duct obstruction or congenital abnor- 
mality. In 22 cases (73%) the abscess of origin was in 
either the anterior or the posterior commissure of the 
anal canal. Anal glands are distributed equally around 
the circumference, and it is unlikely that a congenital 
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change would be liable to occur more in one site than 
another. These two positions are the common sites in 
which anal fissure is found. It seems likely, therefore, 
that duct obstruction arises as a result of inflammation, 
the commonest cause being fissure. If this is true, it is 
odd that fistula is not a commoner complication of 
haemorrhoidectomy. Cystic anal glands are occasion- 
ally found in normal tissue ; three were discovered in 
specimens examined during the anatomical part of this 
investigation, one of them being in a child of 4 years. 
It is interesting that fistula in young children does not 
select the anterior and posterior positions ; it is equally 
distributed around the anal verge (Venturo, 1953). This 
suggests that the cause in children is a congenital 
abnormality of the anal glands. 


In six cases extensive deposits of lymphoid tissue were 
found around the anal glands (Special Plate, Fig. F). 
Though these deposits are sometimes found in sections 
of normal anal tissue, their occurrence in such a propor- 
tion of cases of fistula (20%) makes it necessary to link 
them with the inflammatory process. Either they are 
caused by prolonged infection, or infection is more prone 
to occur in glands surrounded by lymphoid tissue in this 
way. In certain cases lymphoid follicles were present 
which closely resemble those found in the submucosa of 
the appendix. It is possible that the initial lesions of 
tuberculosis and Crohn’s disease affecting the anal canal 
occur in them. 


Conclusion 


In this unselected series of 30 consecutive cases of anal 
fistula 21 (70%) were manifestly caused by infected anal 
glands. In 7 cases (Group 4) the histological evidence 
also suggests a similar origin of the disease, bringing the 
total which may be ascribed to this aetiology to 90%. 
It is submitted that this investigation provides conclusive 
proof for the view that infection in anal glands is the 
usual cause of the common type of fistula. 


Summary 


Forty-four complete specimens of the anal canal have 
been subjected to a serial section technique. Anal glands 
were found in all cases. In half of them branches of 
the glands crossed the internal sphincter completely to 
end in the longitudinal layer. The epithelium lining 
them is characteristic. It resembles squamous mucosa 
in that it is stratified, but also alimentary mucosa by 
virtue of its superficial layer of mucus-secreting cells. 

The results of this investigation suggest that fistula-in- 
ano is caused by infected anal glands in over 90%, of 
cases. It is unlikely thai the disease starts in a normal 
anal gland. It is suggested that cystic dilatation is a 
necessary precursor to infection. 

All the lesions healed uneventfully following the 
Operative procedure 5 some the essential feature of 
which is excision of the intersphincteric abscess of 
origin. The operation may be difficult if much fibrous 
tissue has been deposited in the sphincter muscles ; the 
features distinguishing between smooth and striated 
muscle are destroyed by repeated infection. A detailed 
knowledge of the muscles of the anal canal is necessary 
to avoid extensive muscle division in these circumstances. 

In cases of low-anal intersphincteric fistulae this 
procedure is similar to a “ lay-open,” but is more radical. 
For higher fistulae, however, it has the great advantage 
that no part of the external sphincter is sacrificed, thus 
ensuring that full continence is retained and large, 
deforming wounds are avoided. 
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I would express my gratitude to Mr. H. J. B. Atkins, in 
whose department at Guy’s Hospital the anatomical study 
was carried out; also to Mr. F. R. Nicholls, Mr. Soodeen, 
and Mr. Yap for technical assistance. I am deeply indebted 
to Dr. Basil Morson, Director of the Research Department, 
St. Mark’s Hospital, for help in the interpretation of 
pathological material and for his constant encouragement 
and advice. 
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CONTROL OF RESPIRATORY 
INFECTIONS IN CHILDREN BY 
TETRACYCLINE 


BY 
N. WYNN-WILLIAMS, M.D., M.R.C.P. 


From the Department of Respiratory Diseases, 
Bedford General Hospital 


The object of this investigation was to determine 
whether a therapeutic dosage of tetracycline for two 
days at the very start of an upper respiratory infection 
would prevent the development of bronchitis or 
disabling chesty colds in young children. The idea was 
inspired by the work of Ritchie (1958) on the prevention 
of colds in adults. 
Pian of Investigation 


It was necessary for there to be a past history of 
frequent colds going on to the chest, severe enough to 
put the child to bed or prevent, attendance at school. 
Children aged 2 to 12 years inclusive were chosen. The 
information recorded about each child included the sex, 
age, father’s occupation, the total number of children 
under 15 in each family, the number of rooms in the 
house and the number of occupants, and whether the 
child had its own bedroom. Physical and radiographic 
examination of each child excluded other pulmonary 
disease, including obvious chronic bronchospasm. 
Children were referred to the ear, nose, and throat 
department for attention if necessary. 

It was carefully explained to each mother that 
immediately an infection was suspected a course of six 
doses of medicine as prescribed should be given over a 
period of two days, at approximately six-hourly 
intervals. If the infection was suspected late in the 
day the second dose of the course should be given to 
the child during the early part of the night. A suitable 
card was given to the mother on which she could record 
the time the infection started and the time at which each 
dose was given. Morning and evening temperatures 
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were to be taken during the period of treatment ; 99° F. 
(37.2° C.) or higher was judged as fever. She was also 
to note the days spent in bed and the days away from 
school (or equivalent during holidays or in the under 
fives). The mothers were seen if possible at the clinic 
each month ; otherwise they were visited by a health 
visitor in order to preserve continuity and collect 
completed record cards. 

Each family was given a serial number, and these were 
randomized into two groups, A and B. The children in 
group A were prescribed tetracycline ; those in group B 
had a similar mixture without tetracycline. A master 
list of the serial numbers with the appropriate group 
letters was held confidentially by the dispenser, who, on 
being told the serial number of the next family in the 
trial, dispensed the appropriate medicine. If there was 
more than one eligible child in the same family all were 
prescribed the same medicine. The two mixtures were 
supplied by the manufacturer so that both looked and 
tasted the same, and in such form that deterioration did 
not occur during the period of the experiment. The 
dosages of tetracycline, t.d.s., were: age 2, 40 mg.; ages 
3 and 4, 50 mg.; ages 5 and 6, 75 mg.; ages 7 and 8, 
100 mg.; ages 9 to 12, 150 mg. 

The tetracycline was made up So that 20 drops (1 ml.) 
of the mixture contained 100 mg. of tetracycline, the 
dosage being prescribed in number of drops according 
to the age of the child. The trial was started in 
September, 1958, and continued until the end of April, 
1959; it was restarted in September, 1959, and closed 
at the end of April, 1960. 


Results 


During the autumn and winter of 1959 and 1960, 96 
children entered the trial; 48 were randomized to the 
tetracycline group and 48 to the control group. Table 
I analyses the two groups by age and sex. There were 


I.—Children in Control Groups Divided 


by Age and 

Age Tetracycline Grour | Control Group 

Years Male | Female | Total | Male | Female | Total 
2 | 1 1 2 
34 “= 8 | 8 é., 4 10 
5-6 17 | a 21 8 10 18 
7-8 7 | 3 10 5 4 

9-12 5 } 4 | 9 5 4 9 

Total .. 29 19 48 | 25 23 48 


54 boys and 42 girls in the two groups, which were 
adequately but not closely matched for age and sex, 
presumably because of the small numbers. One patient 
co-operated poorly in each group, otherwise parents 
were very conscientious in keeping the records of their 
children. There was no difference between the two 
groups in the proportion of children having their own 
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or sharing a bedroom, or in the number of other children 
in the family. Housing and nourishment were good in 
both groups, and the level of intelligence of the parents 
appeared above the average. Five children, otherwise 
suitable, were not ertered into the trial because it was 
thought that the parents of four children would be 
unable to co-operate, and because one parent was unable 
to understand English. 


TaBLB IIl.—Number and Fate of Attacks in Tetracycline and 
Control Groups 


Group | Prevented | Modified | Unchanged ct | Total 
Tetracycline - 122 63 25 210 
Control... 91 54 41 | 186 


Table II shows the effect of treatment on all the upper 
respiratory infections reported in the tetracycline and 
control groups. There were 396 such infections—210 in 
the tetracycline group, 186 in the control group. (Only 
four children in the tetracycline group and five in the 
control group had no attacks while under observation.) 
The tetracycline group showed a slightly more favour- 
able experience with 122 (58%) of the attacks of 
bronchitis prevented, compared with 91 (49%) in the 
control group. The tendency for the attacks to be 
prevented or modified in the tetracycline group is 
significant at the 5% level. 


Table III sets out the distribution of the attacks - 


according to the duration of certain measures of severity 
and the average number of days of fever (during the 
treatment period), in bed, and away from school in each 
attack, The tetracycline group maintained the same 
tendency to a more favourable experience than the 
control group in each category, but the difference was 
Statistically significant (at the 2% level) only for the 
average days away from school. 


Discussion 


This investigation proved disappointing because only 
96 children were referred who were suitable for 
inclusion in the trial. A large number of children 
superficially eligible were suffering from recurrent 
attacks of bronchospasm apparently unassociated with 
infection. Another difficulty was that parents of other- 
wise suitable children stated that they were unable to 
recognize any period of prodromal symptoms that was 
long enough for prophylactic treatment. A_ final 
difficulty was that most of the patients came from only 
a small proportion of the medical practices in the area. 


Fewer attacks of bronchitis developed among the 
children who were given tetracycline at the very start 
of their upper respiratory infection than among those in 
the control group. In addition, the attacks were less 
severe, particularly as judged by the time off school. 


TaBLe IIf.—Attacks in Tetracycline and Control Groups Related to Duration in Days of Fever, Time in Bed, and 
Time Off School 


| 
Tota! | Duration in Days of Each Measu’e of Severity | 
Attacks |g 2| 3 s| 6| 7] 8| 9 12 | 13 | 14{ 16| 17| 19 | 23 | 32] (Days) 
Fever Control | 186 | 128 | 27) 31); —| —| bod 0-48 
Inbed .. {) Control | 136} 4/12/15] 7| 4| 2] 4} Carel 0:96 
Tetracycline 210 138 8; S| 2] 2] 3} 1] 1)— 1-93 
Off school 6 6/10) 3/42) 3) 3] 2 2| 2}—|—| 1] 295 
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Summary 

During the winters of 1958-9 and 1959-60 a 
controlled trial was held in order to see if tetracycline 
in therapeutic dosage for two days at the start of an 
upper respiratory infection in children would prevent 
the development of bronchitis or disabling chesty colds. 
Ninety-six children entered the trial and were 
randomized into two groups. Those in one were given 
tetracycline and in the other a placebo. For each of 
the factors analysed there was a difference in favour of 
the tetracycline-treated group. Attacks of bronchitis 
were prevented in 58% of the upper respiratory infec- 
tions treated with tetracycline, compared with 49% of 
those in the control group; the average durations of 
time off school per attack were 1.9 and 2.9 days 
respectively. 


I am indebted to Dr. Ian Sutherland for his advice and 
help in planning this investigation, and for the statistical 
treatment of the results. I am grateful to Miss M. Arris, 
sister in charge of the chest clinic, for her valuable help in 
the supervision of the mothers. My thanks are due to the 
Clinical Research Committee of the North-West Metro- 
politan Regional Hospital Board for a research grant. The 
tetracycline (“achromycin V” paediatric drops) and 
identical placebo were kindly supplied by Lederle 
Laboratories. 
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TREATMENT OF INTRACTABLE PAIN 
WITH MORPHINE AND 
TETRAHYDROAMINACRINE 


BY 
Vv. STONE, M.B., B.S., F.R.C.S., F.R.A.C.S. 
W. MOON, M.B., B.S. 
AND 


F. H. SHAW, Ph.D., M.Sc. 
From the Cancer Unit, Austin Hospital, Heidelberg, 
Melbourne, and Department of Pharmacology, University 
of Melbourne, Australia 


One of the disadvantageous side-effects of morphine may 
be depression of the central nervous system (narcosis). 
Shaw and Bentley (1952) were the first to discover a 
group of substances which completely restored to 
consciousness a dog narcotized with morphine. Some 
of these were also powerful respiratory stimulants. Such 
subsiances did not, however, interfere with the analgesic 
action of morphine. They were called partial 
antagonists, in distinction to the complete antagonists or 
competitive inhibitors of morphinoid structure such as 
N-allylnormorphine or levallorphan. 


Amiphenazole 

In a series of papers by various authors (for literature 
see Shaw, 1959) it was shown that if one of these partial 
antagonists, amiphenazole (‘‘ daptazole ”) was combined 
with morphine it was possible, with safety, to give 
enough morphine (up to 100 mg. q.i.d.) to keep the 
patient free from pain for at least six hours, while at 
the same time he remained alert, co-operative, and even 
happy. The main—though not the only—use of this 
combination was in the treatment of the intractable pain 


E 


of terminal carcinoma. The most recent exposition of 
the method is that of Shaw (1960b). The combination 
of amiphenazole and morphine has other uses also—for 
example, to relieve post-operative pain (for literature 
see Shaw, 1960a) and even to provide operative analgesia 
(Hayward-Butt, 1957). The treatment of the other side- 
effects of morphine—respiratory depression, and nausea 
and vomiting—has been dealt with by Christie ef al. 
(1958). Amiphenazole has, however, two disadvantages : 
it is an unreliable respiratory stimulant and it is unstable 
in solution. 
Tetrahydroaminacrine 

Because of these disadvantages we have turned our 
attention during the last two years to another member 
of the original group, tetrahydroaminacrine (T.H.A.), 
which is a very reliable respiratory stimulant (Shaw, 
1960a) and is extremely effective in arousing patients after 
the administration of a barbiturate or general anaesthetic 
(G. R. Harris, 1960, personal communication ; McCaul, 
1960). Moreover, it is stable in solution and has the 
distinct advantage that it can be supplied in the same 
ampoule with morphine. 1T.H.A. has been chiefly used 
in anaesthesia (McCaul, 1960). A few cases of 
myasthenia gravis have also been treated. The present 
paper deals with its use in conjunction with morphine 
to relieve intractable pain in a series of 60 patients with 
carcinoma. 

Pharmacology. — T.H.A. may be classed as a 
stimulant ; in lethal doses it produces convulsions in 
animals, but these have not been observed in man. It 
stimulates the respiration (Shaw and Bentley, 1952), and 
antagonizes the action of curare at the neuromuscular 
junction while extending the action of suxamethonium 
(Gershon and Shaw, 1958). 

_ It is a powerful anticholinesterase and has anticholine 
acetylase activity (de la Lande, 1958). T.H.A. awakens 
barbiturized (cats and mice) and morphinized (dogs) 
animals and counteracts the coma of a nephrectomized 
kitten. It has little effect by itself on the cardiovascular 
system: the blood-pressure may rise or fall a few 
milligrams of mercury, and it may cause slight 
bradycardia. The drug can, however, prevent ventricular 
fibrillation precipitated by either digitalis or electric 
shock. It protects against the cardiac changes produced 
by volatile anaesthetic agents. The actions of adrenaline 
and noradrenaline are to a certain extent antagonized. 
In animals the alimentary canal is stimulated and 
defaecation may occur, though this effect is not produced 
in man. In animals it also increases the various mucosal 
secretions, but this hypersecretion occurs in man only 
when excessive doses are given, and it is counteracted by 
atropine. The LDS5SO (rats) is about 35-40 mg./kg. 
(Herman et al., 1960). T.H.A. produces no side-effects 
other than vomiting in about 1% of cases, but the 
incidence of vomiting rises in conscious volunteers as 
the dose increases above 30 mg. (intramuscularly or 
intravenously). When morphine, barbiturates, or general 
anaesthetics are also given there is scarcely any vomiting. 


Method 


The method used in administering T.H.A. to relieve pain 
is the same as that for amiphenazole (Shaw and Shulman, 
1955). The patient is given the usual therapeutic dose of 
morphine, 10 mg. (1/6 gr.), with T.H.A. (10-15 mg.), 
and if he is not completely relieved of pain for six hours 
the dose of morphine is increased at each injection until 
this ideal is attained. The increments are usually 
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morphine 15 mg. (4 gr.), 20 mg. (4 gr.), and 30 mg. (4 gr.), 
but a dose of 10-20 mg. is usually sufficient in the first 
instance. Each injection of morphine is accompanied by 
T.H.A., either separately or, more conveniently, in the 
same syringe from the same ampoule of mixed morphine 
and T.H.A. The dose of T.H.A. is not precisely related 
to the morphine ; usually 10-15 mg. is enough to keep 
the patient alert, but up to 30 mg. may be required. As 
it is easier to prevent the onset of pain than to relieve 
it, injections should be given four times a day. 


If the mixture has to be used continually, as for 
patients with cancer, the dose of morphine has to be 
increased at approximately monthly intervals. In all 
probability this increase is due as much to the increasing 
severity of pain as it is to tolerance. The usual increases 
are made in 25% increments and the maximum we have 
reached after one year is 150-200 mg. (2-3 gr.) q.id. It 
is seldom necessary to increase the dose of T.H.A. 
Sensitivity to morphine is rare, but if it does occur it 
will be observed before large doses are given. One of 
the great advantages of T.H.A. is that if palliative 
treatment lessens the pain it is possible to reduce the 
morphine without the appearance of withdrawal 
symptoms. Although we have on occasion stopped the 
administration of morphine suddenly without ill effect, 
it is advisable to reduce it over a period of 48 hours. 
Care should be exercised in treating elderly people as 
morphine alone will often cause mental disturbances. 
In such cases, dihydrohydroxy-codernone (“ proladone ”) 
has been found satisfactory. 


Vomiting occurs in only about 1% of cases and may 
be treated with cyclizine (“ marzine”), 50 mg., either 
orally or parenterally (Christie et al., 1958). More 
recently trifluoperazine (“stelazine”), 5 mg., and 
flupromazine (“vesprin”), 5 mg., have been used 
successfully. 

If a sedative is necessary, chloral or one of the 
barbiturates is usually sufficient. Chlorpromazine has 
been used in a few cases, but as our object is to keep 
the patient alert it should be avoided as much as possible. 
As death approaches T.H.A. may be discontinued if the 
patient is distressed by insight into his condition. A 
report of one case is given in detail as it illustrates all 
the points of treatment. 


Case History 


The patient was a man aged 25. In 1953 he had a lump 
on the forehead. The growth, attached to bone, was 
progressive but there was no pain. In 1958, when an 
epithelioma was removed from the front of the right ear, 
pain developed in both legs and later extended to the 
shoulder. It was eased by DXRT. In 1959 radiographs 
showed widespread osteolytic secondary deposits in the 
pelvis, femora, carpus, etc., and a biopsy of an ulcer on the 
scalp showed squamous-cell carcinoma (these findings were 
confirmed at necropsy). The patient was very disturbed and 
had a great deal of insight into his condition. He had been 
receiving morphine for some months at another hospital but 
said that the pain had never been completely relieved. 

After his admission on March 16, 1959, he complained 
continually of pain, especially at night, and always requested 
more morphine, although he eventually received 30 mg. 
q.id. He gave the nursing staff a great deal of trouble. 
and, as a result, their attitude was rather unsympathetic and 
he was considered to be malingering. On April 16 he was 
given morphine 30 mg. (4 gr.) and T.H.A. 15 mg. q.i.d., with 
the result that he no longer complained of pain, asked for 
injections, or worried the staff, and was able to get up. The 
treatment was continued until July 9, when morphine was 
discontinued abruptly (the T.H.A. remained at 15 mg.). No 
morphine was given for 36 hours, during which time no 
withdrawal symptoms appeared (he had received morphine 
for more than 12 weeks). When he complained of pain, 
however, morphine and T.H.A. were given as before. He 
died on August 6. He had been on the same dose of 
morphine for more than 17 weeks, and until the terminal 
stage of his illness he remained bright, alert, co-operative, 
and ambulatory, and his mood throughout was in great 
contrast to that on admission. 


Results 


Over a period of a year 60 cases have been treated. 
Table I summarizes the results in five typical cases. 
Table II provides a résumé of such important points as 
the absence of withdrawal symptoms when treatment 
with the mixture was discontinued, the reduction in the 
amount of morphine given during treatment, the greater 
relief of pain induced by T.H.A., the use of pethidine 
or other drugs, failure of treatment, and the relative 
value of T.H.A. and amiphenazole. The treatment 
produced safe, pleasant, and complete analgesia in more 


TABLE I.—Summary of Five Cases 


1(M) | 10/2/59: M., 17/2/59: M. 10. | 15/4/59: M. 65. | 16/4/59: M. 65, 
aspirin Pain not ade- Still some pain. | T.H.A. 30. Pain 
M. only when T.H.A. 
gradually _in- ad dded. Not 
Ambula- 
1 17/9/59: M. nil, M. 30, 45, 24/1159: M. 65, 
Cont'd. -H.A. nil. No 10. No T.H.A. 15. No 
M. for 24 hours. still reduced but pain. AGondities pain. Terminal 
withdrawal no pain 
toms 
2(M) 2314/5 430: M 30, | 1/5/59: M. 60, | 15/5/59: M. 22/5/59: M. 90, 
T.H.A. is. Stili T.H.A. 20. No THA. 20. Path. T.H.A. 20. M. 
complained of | pain,exceptwhen| fracture. no pain increased as 
pain moved when move complained of 
slight pain 
3(M) | 9/2/59: M. 15. | 8/5/59: M. 30, | 22/5/59: M. 30, | 12/6/59: M. nil, 
StillpainonM.| T.H.A. 15. No A. 15. V.|  T.HLA. 15. No 
30 Pain, pain. No with- 
only b.d. drawal sym 
17 
4(F) 14/8/59: M.30, A. | 15/8/59: M. 30, M. 9/10'59: nil, 
30. Not bright. 10. V. TH.A. NG 
Path. fracture | bright. No pain bright, No pain pain. No with- 
pain whenimoved| on movement drawal. V. bright. 
8 weeks on M. 
5(F) 25/9/59: M. 20, 18S: M. 15, | 23/10/59: M. nil, | 22/1159: M. ail, 
T.H.A. 10. No T.H.A. 10. Able T.H.A. 10. Good T.H.A. 10. Diffi- 
pain. Bright to reduce M. No cult to assess 


complaint of pain 


2/7/59: M. 90 
T.H.A. 30. 


Ambulatory 
3/12/59: M. 65, 
T.H Co: 


con, 

12/6 59: M. nil, 
T.H.A. nil. No 
pain, no with- 
drawal sym 


Went home 
23/10/59: M. 10, 
TH.A. 10. Had 
slight pain 
13/11/59: Peth. 50, 
T.H.A. 10. 
Better 


10/9/59: M. nil, 
H.A. 20. No 


M. for 174 hours. 


No withdrawal 
symptoms 


14/12/59: M. 65, 
A. 60. No better. 
Replaced on 

T.H.A. and less 


confused 
19/6/59: Died 


30/10/59: M. 30, 
T.H.A. 15. Pain 
relieved. Alert 


16/11/59: Peth. 50, 
T.H.A. nil 


M. 20, 
T.H 10. M. 
now but 
pain relief com- 
plete. Ambula- 
tory 


29 ae M. 90. 

A. 20. Men- 

in 

last week. Died 
6/1/60 


26/11/59: No drugs 


A.=Amiphenazole. 


M.=Morphine. T.H.A.=Tetrahydroaminacrine. 


Numbers refer to dose in mg. q.i.d. 
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than 90% of the cases, and has been so successful that 
a day-room has been created in the hospital in which 
these severely ill patients may enjoy the normal 
amenities. 

Taste II 


Total No. of patients .. 
Discontinuance of morphine for more than 17 hours 


without withdrawal symptoms . ‘i 17 
As above, but slight withdrawal symptoms” on 2 
Reduction of morphine during treatment .. a 10 
Increase in analgesia due to T.H A 7 
Patients pee on pethidine subsequently 

requiring 6 
Patients reacting better with amiphenazole (when 

both used) 
Patients reacting better with T.H.A. (when both used) 3 
Patients receiving only partial relief from treatment 2 
Patients receiving no relief from treatment (T.H.A. -) 2 
Patients successfully changed to heroin pat 3 

Discussion 


The success of T.H.A. and morphine complements 
that produced by morphine and amiphenazole, as there 
are now two partial antagonists available, and in a few 
cases Only one of these was suitable for the particular 
patient. 

Advantages of T.H.A.—T.H.A. has the following 
advantages over amiphenazole: (1) It is a more reliable 
antinarcotic agent and respiratory stimulant ; (2) it does 
not interfere with sleep, as may amiphenazole ; (3) it is 
chemically stable and can be prepared in the same 
ampoule as morphine; (4) in some instances the 
analgesic action of morphine is increased—this follows 
from its anticholinesterase activity, as the same effect 
has been reported with neostigmine. 

In other ways T.H.A. and amiphenazole appear to 
have the same effects: the constipation induced by 
morphine is lessened, pin-point pupils are not observed, 
and the patient’s vision is undisturbed ; he can cough 
voluntarily, and there is no euphoria—although even 
without T.H.A. or amiphenazole euphoria is rare. 

Addiction.—The problem of addiction when large 
doses of morphine are given has been dealt with 
elsewhere (Gershon et al., 1958 ; Shaw, 1960b). In this 
series when morphine was combined with T.H.A. the 
patients did not experience euphoria, they did not crave 
for their injections, it was possible to reduce or withdraw 
the morphine without withdrawal symptoms, and though 
increasingly large doses were given we never felt that 
we had “lost control” of our patients. Indeed, it has 
been our policy to check from time to time the continued 
presence of pain by withholding morphine and 
substituting a placebo. Similarly, we can check whether 
complaints of pain are genuine by giving either an 
injection of distilled water or a single injection of double 
the usual dose of morphine (with T.H.A.). 

Other Side-effects—Vomiting is rare. In the aged 
there may be mental disturbances. Some patients may 
be idiosyncratic to morphine, and in such cases heroin 
(with T.H.A.) has been found useful; in three cases 
heroin relieved pain more effectively than morphine and 
at a lower dosage. Onc patient was relieved by pethidine 
and even morphine-aspirin mixture by mouth. The 
small number who did not respond had to be treated 
empirically. 

Domiciliary Patients——The combination of morphine 
and T.H.A. offers another advantage in the treatment 
of pain in carcinoma in that it can be used for patients 
being treated at home. It has usually been considered 


inadvisable for a non-qualified person to administer 
morphine by injection, but most diabetics give their own 
insulin, and there have been many cases where a 
competent member of the family has looked after a 


relative suffering from cancer, including the administra- 
tion of morphine by injection. As for the necessity of 
keeping morphine under rigid control because of the 
danger of addiction, it must be stressed that morphine 
made up with T.H.A. in the same ampoule is useless to 
the addict as it will not produce euphoria and cannot 
produce addiction. Finally, accidental or intentional 
poisoning is impossible if only limited amounts of the 
mixed drugs are issued. We can see no danger in the 
domestic use of morphine thus dispensed, and our own 
experience with home treatment shows that it is quite 
feasible. In view of these observations it seems that the 
use of surgical measures such as cordotomy for the relief 
of pain should be reconsidered. While elaborate surgical 
procedures may in some cases be of value they may 
also fail; in such cases resort can be had to our 
pharmacological techniques. This view is particularly 
advocated by the surgical member of the team (V. S.). 


Morphine and T.H.A. may be used for post-operative 
analgesia in the same manner as morphine and 
amiphenazole. The patient is alert and co-operative, 
especially with respect to coughing, and has normal 
respiratory exchange. This should be of great advantage 
after thoracic surgery (Weber, 1958 ; Glatzl, 1958). 


Conclusion 


The recent practice of safely relieving the intractable 
pain of carcinoma with a combination of morphine and 
a partial antagonist has been rendered easier by the 
introduction of tetrahydroaminacrine (T.H.A.). This sub- 
stance is a partial antagonist to the narcotic analgesics, 
enabling morphine to be given (10-100 mg. q.i.d.) 
without producing narcosis or respiratory depression. 
The patient does not become addicted, and, though 
tolerance still develops, the dose of morphine may be 
reduced or withdrawn without withdrawal symptoms. 
An additional advantage of T.H.A. is that it is stable 
and can be combined in the same ampoule with 
morphine, thus making administration a very simple 
matter. 

The successful use of the combination in a series of 
54 patients over a period of more than a year is 
described. 


We thank the medical and nursing staff of the Austin 
Hospital for their patient care and observation. In particular 
we are grateful to Dr. Nancy Brown and Sister Burroughs. 
We thank H. W. Woods Pty. Ltd. for a gift of T.H.A. 
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(With SPECIAL PLATE] 


Osteomyelitis of the base of the skull appearing 
together with or soon after infection of the sinuses or 
middle ear presents no diagnostic difficulties. This is 
not the case, however, where chronic osteomyelitis 
develops without such previous manifestations. Differ- 
entiation from neoplastic disease, in particular, is then 
by no means easy, nor is it clear whether the inflamma- 
tion is primary or has developed by a process of 
extension from neighbouring tissues. Radiographs of 
the skull, even when abnormal, do not give unequivocal 
information as to the nature of the lesion. Signs and 
symptoms are equally difficult to relate to an accurate 
localization. The condition is rare and we have seen 
only three cases in the past fifteen years; two were 
successfully operated upon. 


Case 1 


A 15-year-old girl was admitted to the department of 
internal medicine in 1948 because of severe headaches, 
double vision, and vomiting. During the previous four years 
she had had episodes of fever and headaches, and three 
yeurs before admission had been under psychiatric investiga- 
tion for the latter symptom. Double vision appeared six 
weeks before the present admission, and vomiting a couple 
of weeks later. 

Bilateral paresis of the sixth nerve and also paresis of the 
right third nerve were noted; there was some congestion 
of the retinal veins. No other neurological or ophthalmo- 
logical abnormalities were noted, and the general physical 
examination was negative. Radiographs of the skull showed 
gross loss of density of the sella turcica, which could barely 
be made out. The cerebrospinal fluid contained 65 mg. of 
protein per 100 ml. and 10 white cells per c.mm., mostly 
lymphocytes. The erythrocyte sedimentation rate was 
70 mm. in the Ist and 105 mm. in the 2nd hour, and there 
was a mild anaemia but no leucocytosis (R.B.C. 3,700,000 
per c.mm.; W.B.C. 7,800 per c.mm.). Wassermann and 
Kahn reactions negative ; urine analysis normal. 

The patient complained constantly of severe headache and 
was generally very restless. Fever ranged from 37° to 39° 
C. (98.6° to 102.2° F.). Ten days after admission the third- 
nerve paralysis on the right became complete. Penicillin, 
2,000,000 units daily, and parenteral fluids were administered 
but her condition deteriorated with repeated vomiting and 
she died 16 days after admission. 

At necropsy tissue thought to be neoplastic was found to 
have invaded the walls of the sella turcica and replaced 
the pituitary gland (Special Plate, Fig. 1). The same process 
had destroyed the tip of the right pyramid. Sagittal section 
showed penetration of the tuber cinereum and the floor of 
the third ventricle and involvement of the greater wing of 
the sphenoid on both sides. 

Histological examination revealed, however, that the 
pathological material was chronic inflammatory tissue, 
probably originating in the neighbourhood of the sphenoid 
sinus. The mucosa from the sinus showed richly cellular 
granulation tissue with many eosincphil and plasma cells 
and occasional giant cells. The inflammatory process had 


destroyed the body of the sella turcica, in particular the 
dorsum, and wherever it had invaded bone it contained 
many fibroblasts and osteoclasts. 


Case 2 

An 11-year-old boy with fever, mild exophthalmos, and 
congestion of the left eye was admitted to hospital because 
x-ray examination had shown destruction of the orbital 
roof. His illness had begun six months previously with 
fever followed by oedema of the eyelids on the left with 
proptosis and headache. Though the fever and general 
symptoms responded to treatment with penicillin, the ocular 
signs did not subside. Repeated radiological examination of 
the paranasal sinuses showed no abnormality. Later fever 
returned, this time uninfluenced by penicillin. Further 
radiography at the end of a six-week period of treatment 
revealed destruction of the orbital roof on the affected side 
(Special Plate, Fig. 2). 

On his admission there were no abnormal findings on 
general physical or neurological examination. The left 
globe was displaced slightly downwards and there was 
exophthalmos to the extent of 3 mm. Eye movements were 
unimpaired and the fundus was normal. Laboratory 
examination gave the following results: W.B.C. 5,200 per 
c.mm. (polynuclears 29%, lymphocytes 24%, eosinophils 
17%, monocytes 8%); R.B.C. 4,700,000 per c.mm.; E.S.R. 
18 mm. in the Ist and 42 mm. in the 2nd hour; Kahn, 
Widal, Weinberg, and Casoni tests negative. Urine analysis 
and culture were normal. 

The various diagnoses considered in the light of the above 
history and findings included eosinophil granuloma, 
echinococcus cyst, new growth, and osteomyelitis. Seven 
weeks after the patient’s admission operation was decided 
upon and a left frontal flap raised. The orbital roof was 
explored without opening the dura mater, which was firmly 
adherent to bone. On lifting the frontal lobe, suppurating 
connective tissue could be seen overlying an ovoid defect 
in the orbital roof measuring 2.5 by 2 cm. A smooth, 
normal-looking orbital capsule came into view when the 
pathological material had been removed by curettage. The 
rim of the defect was unusually thin, and was removed 
piecemeal by bone forceps until normal-looking bone was 
reached. The findings at operation were considered to be 
a chronic inflammation of the orbital bones, particularly of 
the roof. The material removed proved bacteriologically 
sterile. Histological examination showed inflammatory 
tissue rich in plasma cells and fibroblasts, with many 
osteoclasts in the bony portions. 


Case 3 

A 50-year-old man ‘was admitted in 1960 because of 
attacks of vertigo occurring several times weekly for the 
previous eight months. More recently he had become aware 
of tinnitus and deafness in the left ear. Numbness of the 
left cheek was noticed while shaving and latterly blurring 
of vision. He was referred from the neurological depart- 
ment with a provisional diagnosis of tumour of the 
cerebellopontine angle. The physical signs included 
horizontal nystagmus, hypoaesthesia of the left trigeminal 
area, and peripheral-type facial weakness on the same side. 
Deep reflexes were brisker on the left, with an extensor 
plantar response, and there were also signs of a slight left 
cerebellar disturbance. 

Radiographs of the skull showed partial destruction of 
the left petrous bone with a defect just lateral to the internal 
acoustic meatus, the lower wall of which could not be seen 
(Special Plate, Fig. 3). Hearing of high tones was reduced 
on the left, as were caloric responses. The usual laboratory 
investigations all gave normal results with an E.S.R. of 
2 mm. in the Ist and 13 mm. in the 2nd hour. 

The symptoms and signs as described above were thought 
to be consistent with a diagnosis of cerebellopontine-angle 
tumour, though the minimal hearing disturbance, and in 
particular the site of the bony defect as shown by x-rays, 
were not appropriate for an acoustic neurinoma. 

Suboccipital craniotomy was performed, and when the 
left cerebellar lobe was raised the dura mater in the region 
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of the angle was found to be bulging forward over a mass 
the size of a plum. Several millilitres of pus spurted out 
when the dura was incised, and the remainder was evacuated 
by suction. Necrotic bone was removed from beneath the 
dura. Material sent for examination proved bacteriologically 
sterile. 

After treatment with antibiotics there was a gradual 
remission of all symptoms and signs. 


Discussion 


The cases recorded above are examples of chronic 
osteomyelitis of the skull base without antecedent (or 
at least not clinically recognized) inflammation of 
adjacent bony sinuses. The progress of the disease is 
usually insidious, though it may be marked by acute 
flare-ups. In the latter the picture is one of an acute 
inflammatory condition with headache and a neuro- 
logical syndrome depending on the site of the infection. 
Examination of the ears.and sinuses is negative and 
radiographs of the skull do not necessarily reveal any 
change. 

Antibiotics given in such circumstances result in 
disappearance or amelioration of the signs and 
symptoms and a period of quiescence, perhaps followed 
later by a further exacerbation. Antibiotic therapy in 
these cases seems to play a role in their conversion to 
chronicity ; septic material is generally bacteriologically 
sterile, while histological examination of portions of 
diseased bone shows chronic inflammatory changes. 

The route of infection is difficult to determine in the 
absence of an acute onset. It is possible that mild 
respiratory infections lead to infiltrative or metastatic 
inflammation of the bones of the skull base, and this 
may have been the situation in our first case, in which 
post-mortem studies showed involvement of the 
sphenoid sinus as a possible, though not certain, point 
of origin. This complication of sphenoid sinusitis is 
rare, and only a few references have been met with 
(Proetz, 1949; Smith, 1958; Maxwell and Hill, 1959). 
In the other two cases there was no evidence pointing 
to any particular portal of entry. The third patient did 
not receive any antibiotic treatment during the early 
part of his illness, but the infection remained chronic 
and led eventually to abscess formation. 

Differential diagnosis is always difficult in these cases, 
being usually limited to an anatomical localization of 
some disease process at the base of the skull. Final 
diagnosis will usually be made only at operation. 
Surgical therapy should consist of removal of diseased 
bone and other infected tissues, and be followed by 
antibiotic therapy. This plan has been pursued in the 
few cases reported in the literature (Jain et al., 1957; 
Werner, 1959). 

Summary 

Three cases of chronic osteomyelitis of the base of 
the skull are presented, in none of which was there a 
previous history of inflammation of the ears or 
paranasal sinuses. Diagnosis was made at necropsy in 
one case and during surgical exploration in the other 
two. In these two cases removal of infected bone and 
granulation tissue was followed by recovery. 
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Medical Memoranda 


Liver Abscess after Perforation of Liver 
by a Fish Bone 


Pyogenic abscess of the liver is a relatively rare 
condition. In the series of cases reported by Ochsner 
et al. (1938) liver abscesses accounted for only 0.0077% 
of hospital admissions. Such abscesses, either solitary 
or multiple, may arise by spread of infection along the 
tributaries of the portal vein, by direct extension from 
infection of adjacent viscera, by secondary infection of 
an amoebic abscess, or as the result of trauma (Rolleston 
and McNee, 1929; Weiss, 1935; Ochsner et al., 1938 ; 
Bockus, 1946 ; Sherlock, 1958). 

Trauma is among the rarer causes of liver abscess, 
being responsible for only 2.9% of the 830 cases 
reviewed by Ochsner and his colleagues. The liver may 
be damaged either by penetrating wounds or by sub- 
cutaneous injury. In very rare instances liver abscesses 
have been caused by the penetration of foreign bodies 
from the gastro-intestinal tract. Fish bones seem to be 
the most common perforating objects, Ochsner et al. 
referring briefly to three such cases; but single cases 
of liver abscess due to a perforating pin or needle have 
been described (Wilheim, 1926). Rolleston and McNee 
mention that cases due to a piece of glass and a fragment 
of straw respectively have also been recorded. In 
Morris’s (1940) freak case the patient swallowed a tooth- 
pick while sleeping after a meal. 

As these accidents are exceptionally rare the present 
case, in which liver abscess and fulminating septicaemia 
eccurred after perforation of the liver by a fish bone, 
is deemed worthy of record. 


Case REPORT 


A 43-year-old maintenance engineer had had radiotherapy 
for ankylosing spondylitis between 1950 and 1953. This 
disease had been arrested, but the patient subsequently 
contracted pulmonary tuberculosis, which was successfully 
treated by chemotherapy in 1956. He had been fit and 
working from 1957 until May 2, 1960, when he complained 
of nausea and vomited blood-streaked material several times 
during the day. Although the vomiting lessened, his con- 
dition rapidly deteriorated. Initially there was high fever, 
the temperature reaching 104° F. (40° C.), but this soon 
subsided and he was admitted to Colindale Hospital on 


Centimetres 


Photograph showing gross lesions in liver. 
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May 5 in a state of collapse. He was cold, cyanosed, and 
mentally confused. The temperature was now 100.8° F. 
(38.2° C.) with a carotid pulse rate of 160 a minute. The 
blood-pressure was unrecordable, but, apart from old 
spondylitis, physical examination revealed no abnormality. 

A provisional diagnosis of suprarenal failure, possibly 
due to an acute infection in a patient whose suprarenal 
glands might already be damaged by tuberculosis or radio- 
therapy, was made. Treatment was started with intravenous 
saline and cortisone, with antibiotic cover, but the patient 
failed to respond, dying 12 hours after admission to hospital. 

Post-mortem findings.—The diagnosis of healed bilateral 
apical tuberculosis was confirmed. The adrenal glands were 
macroscopically normal. The relevant findings were con- 
fined to the abdomen. A small collection of foul-smelling, 
thin brownish fluid was present in the lesser sac. The under 
surface of the right lobe of the liver showed a pronounced 
greenish discoloration, and in the centre of this area there 
was a tiny area of necrosis from which a sharp object 
projected. The object was extracted and proved to be a 
fish bone 44 mm. in length. Serial slicing of the liver 
revealed a necrotic abscess, 8 cm. in greatest diameter, in 
the right lobe (see Fig.). Sections of the edge of the abscess 
showed commencing organization and proliferation of young 
fibrous tissue. Cultures of the abscess and lesser-sac effusion 
yielded a heavy pure growth of an anaerobic streptococcus. 
Careful examination of the stomach failed to disclose a site 
of perforation. 


COMMENT 


It was later learned from the patient’s wife that he 
seldom ate fish, but that he had done so five days before 
his death. It is remarkable that the patient was quite 
unaware that he had swallowed a large bone, which was 
probably embedded in other food. Although the foreign 
body successfully negotiated the oesophagus the sub- 
sequent history of nausea with blood-stained vomit 
indicates that the bone became embedded in the stomach 
wall, setting up violent peristalsis which drove it into 
the liver. The subsequent course was that of peripheral 
circulatory failure probably due to streptococcal 
septicaemia, although the organism was not recovered 
from blood cultures either during life or after death. 

In such a bizarre case as this it is difficult to see how 
diagnosis could be achieved, especially in the absence 
of a history of ingesting a foreign body. Perhaps, 
however, foreign bodies should be considered in the 
differential diagnosis of minor haematemesis. 


We are grateful to Dr. J. L. Hamilton-Paterson for his 
advice during the preparation of this report, and to Dr. 
W. E. Snell for his permission to publish the case. 


N. D. Gower, M.B., B.S., 


Senior Registrar, Department of Pathology, 
Edgware General Hospital, Middlesex. 


N. C. Monp, M.R.C.S., L.R.C.P., , 


General Practitioner, London N.W.9. 


Diana Owen, M.R.C.S., L.R.C.P., 
Assistant Medical Officer, Colindale Hospital, London. 


REFERENCES 


Bockus, H. L. (1946). Gastro-enterology, 3, 280. Saunders, 
Philadelphia. 


. Morris, R. W. (1940). J. Amer, med. Ass., 114, 2369. 


Ochsner, A., DeBakey, M., and Murray, S. (1938). Amer. J. 
Surg., 40, 292. 

Rolleston, Sir Humphry and McNee, J. W. (1929). Diseases of the 
Liver, Gall-bladder and Bile-ducts, 3rd ed., pp. 152 and 188. 
Macmillan, London. 

Sherlock, Sheila (1958). Diseases of the Liver and Biliary System, 
2nd ed., p. 511. Blackwell, Oxford. 

Weiss, S. (1935). Diseases of the Liver, Gall Bladder, Ducts, and 

; Pancreas, p. 814. Hoeber, New York. 
Wilheim, E. (1926). Quoted by Rolleston and McNee (1929). 


Familial Relationship between Adult and 
Infantile Hypertrophic Pyloric Stenosis 


The following case is recorded because of its rarity and 
theoretical interest. 


Case HIsToRY 

A man aged 49 was admitted to the Middlesex Hospital 
in July, 1959, with a 15-year history of intermittent attacks 
of vomiting and belching suggestive of pyloric obstruction. 
Physical examination revealed no significant abnormality. 
Barium-meal examination showed a large stomach with a 
smooth concentric narrowing of the pyloric canal and 
considerable delay in gastric emptying. 

At operation (Mr. L. P. Le Quesne) a smooth, firm, pearly- 
white thickening at the pylorus was found, and a Billroth I 
partial gastrectomy was performed. The patient’s recovery 
from operation was uneventful, and since then he has been 
relieved of all symptoms. Examination of the excised 
specimen showed the thickening to consist of hypertrophic 
smooth-muscle fibres with minimal fibrosis, and a diagnosis 
of adult hypertrophic pyloric stenosis was made. 

Family History—The patient has two sons and one 
daughter. His second son, now aged 13 years, had a 
Ramstedt operation for pyloric stenosis at the age of 
3 weeks. No other member of either the patient’s or the 
patient’s wife’s family is known to have had a similar 
condition. 

COMMENT 


Infantile and true adult hypertrophic pvloric stenosis 
have similar morbid anatomical appearances and sex 
incidence (McCann and Dean, 1950), and it is often 
assumed that the two conditions are in fact the same, 
differing only in their age of presentation. No direct 
evidence, however, has been found in support of this. 
There is a definite familial tendency in the infantile form 
of the disease (Carter and Powell, 1954), but there 
appears to be only one other recorded instance of a 
familial relationship between the adult and infantile 
forms. Fenwick (1953) reported the case of a man with 
hypertrophic pyloric stenosis, two of whose four sons 
had the infantile form of the disease. It may be that 
this relationship between the two types of disease is 
commoner than is at present realized. If it could be 
established that the familial relationship between the 
two forms of the disease is similar to that of the infantile 
disease alone, this would support the hypothesis that 
adult and infantile hypertrophic pyloric stenosis are in 
fact the same condition. 


I am grateful to Mr. L. P. Le Quesne for encouraging 
me to report this case, which was admitted under his care, 
and to Dr. C. O. Carter for help in many ways. The case 
is published by permission of the honorary editors of the 
Proceedings of the Royal Society of Medicine. 


M. Woo-Minc, M.B., F.R.C.S., 
Surgical Registrar, Department of Surgical Studies, 
The Middlesex Hospital, London. 
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Pakistan has more doctors than nurses, according to 
statistics collected by Brigadier M. Swarir, the director- 
general of health. Among the country’s population of about 
80 million are 9,000 qualified doctors, or one doctor for 
every 8,888 persons, but only 2,700 nurses, or one nurse 
for approximately every 30,000 persons. (The Times, 
December 29.) 
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Reviews 


PULMONARY CIRCULATION 


’ Clinical Disorders of the Pulmonary Circulation, Edited ~{ 
Raymond Daley, John F. Goodwin, and Robert E. T. 
(Pp. 364+xii; illustrated. 75s.) London: J. and A 
Churchill Ltd. 

This book appears at a time when there is considerable 
interest in the pulmonary circulation. It includes 
chapters on its anatomy, physiology, and pathology. 
Pulmonary haemodynamics and lung function are 
discussed in congenital and acquired cardiac and 
pulmonary disease, and there are chapters on the radio- 
logical and electrocardiographic features of these 
conditions. Eight of the fourteen chapters are written 
by the editors. An interesting and informative foreword 
by Paul Wood brings into focus many of the problems 
discussed in the subsequent chapters. 

The approach is, as the title indicates, a clinical one, 
and it emphasizes how much our present state of know- 
ledge of the physiology of the pulmonary circulation 
depends upon work carried out in the clinical investiga- 
tion of patients. This is well brought out in the excellent 
chapter on the physiology and haemodynamics of the 
pulmonary circulation by Grant Lee. Much basic 
information on the pulmonary circulation in cardiac and 
pulmonary disease is collected together in the appro- 
priate chapters, and the discussion is stimulating and at 
times provoking. 

This book will be appreciated by all clinicians who 
are interested in trying to understand those clinical 
manifestations of heart and chest disease which are 
related to changes ‘n the pulmonary circulation. It is a 
work in the best tradition of modern medicine and it 
opportunely fills a gap in current literature. 


A. MorGan Jones. 


INDUSTRIAL FIRST AID 


First Aid in the Factory, and on the Building Site and Farm, 
in the Shop, Office, and Warehouse. By a Tayior, B.Sc., 

ain D.C.H., and O. Ross, 
Bob Ora REOG G. With a Foreword by A. 

Austin Eagger, C.B.E., M.B., Ch.B., T.D. (Pp. 140; illus- 

trated. 9s. 6d.) London: Longmans. 1960. 

This book serves a useful purpose in the field of first-aid 
teaching and practice. Based on the work performed 
by the first-aid personnel of the Industrial Health Service 
(of which Lord Taylor is medical director) in the new 
town of Harlow, its aim is to instruct first-aid workers 
in greater detail than is given by approved teaching 
organizations, such as St. John Ambulance Association, 
St. Andrew’s Ambulance Association, and the British 
Red Cross Society, in the treatment of common injuries 
and ailments occurring in industry in general and in 
small factories in particular. 

After an introductory chapter and one dealing with 
the tools of first-aid personnel, there follow two chapters 
on the principles and details of wound treatment which 
are probably the most important in the book, in view 
of the very frequent occurrence in industry of injuries 
of the soft tissues, with the contaminated cut finger 
being the commonest. The use of the tourniquet by 
first-aid personnel to arrest haemorrhage is rightly 
condemned. 


The text of these and succeeding chapters on the first- 
aid treatment of shock, fractures, burns and scalds, 
poisons, unconsciousness, gassing and asphyxia, artificial 
respiration, eye injuries, common ailments, and on means 
of transport is well written, concise and instructive 
without being dull, and various points are clearly 
illustrated by line drawings and photographs. 

Lord Taylor has written a practical, excellently 
indexed handbook which can be read with profit not 
only by first-aid workers in factories, for whom. it is 
primarily intended, but also by industrial nurses and 
doctors who are responsible for the organization and 
supervision of first-aid services in industry. 


EDWARD COLLIER. 


BRAIN MALFORMATIONS 


Maformatons Congénitales du Cerveau. By G. Heuyer, M. 
Fel J. Gruner, with 26 contributors. (Pp. 450; 
illustrated.) Paris: Masson et Cie. 1959. 

This book on congenital malformations of the brain 
is based on the proceedings of the international 
colloquium on cerebral malformations held in Paris 
in 1957. By its very nature it is of interest mainly 
to those already working in this field. It is not a 
textbook or a monograph, although the editors have 
aimed at, and achieved, a comprehensive and well- 
balanced treatment of a wide range of subjects. Eight 
chapters cover general and experimental embryology, 
aetiology, general pathogenesis, multiple ma!formations 
with particular reference to cranio-facial dysostoses, 
anencephaly, dysraphic states including commissural 
defects, malformations of later foetal life, and 
congenital hydrocephalus. Most articles contain 


-original observations, some already published elsewhere, 


but often in not easily accessible periodicals. 
Contributors include many eminent authorities, with 
notable exception of representatives of the English- 
speaking world. 

Emphasis is laid throughout the work on clinico- 
pathological correlations rather than on the mere 
collection of neuropathological curiosities. Several major 
chapters are devoted to clinical aspects, and even such 
an apparently unpromising condition as anencephaly 
is the subject of a painstaking clinical study of 
considerable neurophysiological interest. 

The most fascinating work comes from experimental 
teratologists, exclusively of the French school. This 
includes a series of well-designed experiments on the 
influence of inductors on the development of the 
nervous system, as well as a study of experimental 
anencephaly produced by an overdose of vitamin A. 
This may have some bearing on the pathogenesis if 
not on the aetiology of this common human 
malformation. The main progress in aetiology has 
come from an appreciation of the effects of infections 
on the embryo and foetus. Of particular interest is 
a study of the lesions found in an embryo displaying 
the early stages of rubellar encephalopathy. 

There is a curious lack of controversy in the book. 
It would have been of interest to hear views of various 
schools on the same subjects, but if such discussion 
took place at the meeting it did not find its way 
into print. Other minor and avoidable faults also 
detract from the value of the book as a work of 
reference. Thus several contributors have failed to 


provide lists of references. In one important article 
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there are no legends for the illustrations, which are 
far from self-explanatory. An index would also be 
useful in volume of this size. H. Uricu. 


GALEN TO SYDENHAM 


Medieval and —— Medicine. By Ben 
Gordon, M.D., F.I (Pp. 843 + xii; 638) 
London’: Peter 


The author, who, after a busy career in ophthalmic 
practice, has devoted his years of retirement to the 
history of medicine, has produced this substantial 
volume in the hope that it will “ fill the gap that lies 
between Claudius Galen and Thomas Sydenham.” This 
“gap” of no less than 1,500 years has attracted the 
interest and devoted labours of scores of able and 
judicious scholars from John Freind to Max Neuburger 
and beyond, and a bibliographv of the books and papers 
relevant to the history of medicine in that period would 
probably contain some thousands of items. If this 
compilation did no more than present the main findings 
of all these scholars it would be a valuable work of 
reference, but its sources are in fact extremely limited, 
and even some of these are themselves compilations 
from earlier works. It is not therefore a book which 
commends itself to the serious medical historian, still 
less to the specialist in mediaeval or renaissance studies. 
But what of the wider public, or the doctor who might 
wish to refer to it from time to time merely to check a 
fact, a name, or a date? The subject, the size of the 
volume, and its price would make its appeal doubtful to 
the general reader ; as a work of reference it suffers from 
inconsistencies and errors which could mislead rather 


than inform. F. N. L. PoynTer. 


SELECTIONS FROM SPENCE 


The Purpose and Practice of Medicine. Selections from the 
Writings of Sir Jasnes Spence. With a Memoir by Sir John 
Charles. (Pp. 308+x; illustrated. 42s.) London, New 
York, Toronto: Oxford University Press. 1960. 


Although the memory of the late Sir James Spence is 
evergreen to those who had the privilege of knowing 
him, his ideals were such that they are worthy of wider 
dissemination to provide a stimulus and a goal for 
succeeding generations. The Purpose and Practice of 
Medicine is a selection of his writings, gathered together 
by his friends and colleagues in the Newcastle Child 
Health team which he so successfully captained, and 
prefaced by a delightful memoir contributed by his 
friend, Sir John Charles. 

The twenty papers are divided into five parts, 
indicative of five separate phases of Spence’s interests— 
the nature of disease, the study of disease, children and 
families, the care of the sick child, and the practice of 
medicine and the training of doctors. Included in these 
are the 1940 Bradshaw lecture to the Royal College of 
Physicians on “ The Nature of Disease in Infancy ” 
his remarkable clinical consideration of poliomyelitis— 
the chapter he contributed to Sir Leonard Parsons’s 
Modern Trends in Paediatrics in 1951, his report of the 
investigation into the health and nutrition of Newcastle 
children between 1 and 5 years of age (1934); the 
Convocation lecture of the National Children’s Home 
(1946) on “ The Purpose of the Family”; the Cutter 
lecture given at Harvard in 1949 on “ Family Studies in 
Preventive Paediatrics "—an excerpt from the Thousand 
Families ; and the Charles West lecture to the Royal 
College of Physicians on “The Care of Children in 
Hospitals.” Needless to say, the remaining chapters, 


selected from his publications, are equally characteristic 
and will repay reading and re-reading. 

The committee which made this volume available is 
to be congratulated and thanked. 


WILFRID GAISFORD. 


GYNAECOLOGICAL OPERATIONS 


Contributions to Obstetrics and Gynaecology. 7. 
illustrated. 37s. burgh and London: E. and s. 
Livingstone Ltd. 1920, 


To most gynaecologists the outstanding contribution of 
Professor Shirodkar has been in the field of the surgical 
correction of cervical incompetence causing habitual 
abortion in the second trimester. However, in his book 
he devotes less space to this procedure than to other 
operative techniques which he has devised or developed 
—namely, for the cure of prolapse, for the restoration 
of tubal patency, and for the fashioning of an artificial 
vagina from part of the sigmoid colon. 

Most beautifully illustrated accounts of these 
operations comprise two-thirds of this finely produced 
book. The final third is a summary of various papers 
that Professor Shirodkar has published—gynaecological 
gleanings and obstetrical observations culled from his 
35 years of specialist experience. All of these are 
interesting and some are provocative, but the overall 
impression left with the reader of this book is of the 
ingenuity and skill of a meticulous surgeon. 


S. BENDER. 


A GREAT NEUROANATOMIST 


Travaux Scientifiques. By J. Nicolesco. (Pp. 616; illus- 
trated.) Bucharest: Editions de l’Académie de la _— 
Populaire Roumaine. Paris: Masson et Cie. 195 


A few years ago a documentary film, “ The Titan,” 

set a memorable precedent in biography when it showed 
Michelangelo solely through the medium of cinemato- 
graphic illustration of his works. In like manner it may 
be said that this commemorative volume, published in 
Nicolesco’s honour by the Academy of the Rumanian 
People’s Republic two years after his death at the age 
of 62, simply by reprinting many of the most important 
of his 200-odd contributions to neuroanatomy and 
neuropathology, has» provided the most eloquent 
biography and testimonial possible of the stature and 
industry of this great Rumanian scientist. Pupil of his 
eminent compatriot Marinesco, then assistant for some 
years at the Salpétriére to Charles Foix, with whom he 
collaborated in their still indispensable reference work, 
Les Noyaux Gris Centraux et la Région Mésencéphalo- 
sous-optique (1925), he returned to his native country 
in 1924 and embarked upon a prodigiously productive 
life of investigation mainly on the basal ganglia, 
mid-brain, and central vegetative nervous system, veering 
finally to, and culminating in, technically outstanding 
studies on visceral innervation. They are still largely 
unknown in Great Britain, but earned him the Rumanian 
Prix d’Etat in 1954, 

These collected papers reveal his impeccable technique, 
precision of observation, and brilliant clarity of expres- 
sion (indeed with a tonic astringency, mostly in his 
adoptive French language), through which, in the many 
model case reports, there shines controlled but fine 
compassion. His neuroanatomical contributions, dealing 
with the connexions of the extrapyramidal system and 
with the architectonics of the central autonomic system, 
are in the great French neurological tradition of 
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Déjerine, Marie, Lhermitte and others, and in the 
similar tradition of Head and Holmes in Great Britain. 
His neuropathological contributions deal notably with 
Parkinson’s disease, chorea, and especially the thalamic 
syndromes. Both reflect his faith that “the real culture 
of a neurologist or a psychiatrist is based on the 
harmonious dualism of good clinical observation and 
a thorough knowledge of the anatomy and organization 
of the nervous system.” In face of the counter-attractions 
of still largely unproved new sciences like neuro- 
chemistry and neuropharmacology, which seem to ignore 
structural organization, and in view of the obsolescence 
of the machinery for replacing scientists in Nicolesco’s 
disciplines, it is well that his faith should be restated. 
Neurologists will be grateful, therefore, to the friends 
and relatives who completed the compilation and 
arrangement of these papers after Nicolesco’s death and 
will hope that, by such efforts also, the final large work 
on the morphopathology of the nervous system on 
which he was engaged will be published posthumously. 


C. E. LUMSDEN. 


NEUROSURGICAL ATLAS 


An Atlas of Neurosurgical Techniques. By James L. Poppen, 
M.D. (Pp. 522+xii. £9 16s.) Philadelphia and London: 
W. B. Saunders Company. 1960. 


The practice of neurosurgery differs surprisingly in 
various parts of the world. The differences are not so 
much in technique as in case material and administration. 
In Great Britain virtually all the neurosurgery is under- 
taken in special centres attached to major hospitals. In 
the United States, however, there are many neuro- 
surgeons who work in relatively small towns where 
there are few cerebral tumours and a proportionately 
reduced incidence of less common conditions. For a 
surgeon in a practice such as this an atlas may provide 


reassurance and a useful source of reference; but in- 


Britain most neurosurgeons have a range of clinical 
material which covers most of the field in any given 
year, and colleagues with whom they can share their 
experiences. An atlas is therefore of limited value to 
the fully fledged neurosurgeon ; the occasional neuro- 
surgeon does not exist. Indeed, it is questionable if a 
surgeon who seriously needs to refer to such an atlas 
ought to be performing that particular operation without 
supervision or assistance. For the same reason, a 
registrar will learn more from practical teaching and 
experience than can be gleaned from a book, and he is 
likely to see nearly all possible contingencies during 
his period of training. He may, however, find it useful 
to refer to such a volume as this in order to anticipate 
what he will see. 

The junior assistants may not intend to take up neuro- 
surgery as a career. For them, and for the nurses in 
the operating-theatre, both taking part and watching, 
an atlas is a means of explanation and a key to what 
can be observed. This book fulfils this function 
admirably and should be available in libraries for this 
reason alone. 

Not unnaturally there are minor points of technique 
in this atlas which will not be to the liking of every 
surgeon. The scope of the work is extremely compre- 
hensive, in places almost too much so, since a few very 
unusual conditions are illustrated. It is therefore 
surprising that there is no mention of the techniques 
of treating cerebral abscess or craniosynostosis, or of 
tapping a subdural effusion or ventricle in an infant. 
The anterior approach for injection of the trigeminal 


ganglion is not described, and there is no mention of 
the methods of performing a tumour biopsy. Apart 
from some minor criticisms the illustrations are of a 
very high standard and convey their meaning clearly. 
To everyone interested in neurosurgery this is a 
fascinating record of contemporary techniques. It has 
an individual interest as a description of the methods 
used by one of the most skilful neurosurgeons of our 
time, but the writings of an artist will never convey 
the touch of genius. P. H. ScHurr. 


BIOPSY 

Biopsy Manual. By James D. Hardy, M.D., James C. Griffin, 

Jr., M.D., and Jorge A. Rodriguez, M.D. (Pp. 150+xii; 

illustrated. 45s. 6d.) Philadelphia and London: W. B. 

Saunders Company. 1959 
Biopsy provides tissue for microscopy. The fact that it 
is used in many disciplines of medicine and surgery 
perhaps justifies the publication of a single volume on 
the subject. The authors claim that their monograph 
should assist practising surgeons, but it is difficult to 
believe that trained specialists—for example, in 
dermatology, haematology, gastro-enterology, and uro- 
logy—are not well aware of the respective biopsy 
techniques which are described in the text, and do not 
realize the significance of adequate fixation and labelling 
of the specimens. The gynaecologist should need no 
reminder that “the uterus occupies a position between 
the bladder anteriorly and the rectum posteriorly.” The 
book can be of value only to the trainee. It is written 
in a colloquial style (for example, the verb prepare is 
abbreviated to “prep”), and accepted standards of 
grammar are disregarded. It is well printed and 
contains many simple and clear diagrams. 

The general introduction includes an accouni of the 
indications, types of biopsy, complications, fixation and 
labelling of specimens, and the place of the frozen 
section. The succeeding chapters are devoted respec- 
tively to details of biopsy of the skin and lip; mouth, 
accessory sinuses, and nasopharynx ; larynx, bronchi, 
oesophagus, and small bowel; the neck; the breast; 
the abdominal viscera ; the female reproductive organs ; 
and the genito-urinary system. Techniques of bone- 
marrow, muscle, and vein biopsy are also presented. 
There are some significant inadequacies and even 
omissions. Less than three complete lines are devoted 
to the technique of percutaneous renal biopsy; the 
account of peroral biopsy of the small intestine contains 
no practical details whatsoever; and high-speed drill 
biopsy receives no mention: Reference is made to the 
Papanicolaou technique in the chapter on the female 
reproductive organs, but microscopical examinations of 
the filtered deposit of urine in cases of suspected kidney 
and bladder tumour and bowel washings in cases of 
suspected large-bowel tumour are overlooked. Biopsy 
in neurosurgery is not considered. Only a small fraction 
of the references are British ; the special British experi- 
ences in the field of liver biopsy and mediastinal node 
biopsy in breast cancer are not cited. 

R. SHACKMAN. 


HAEMATOLOGICAL TECHNIQUE 


Handbook of Haematological and Blood Trans, 
Technique. W. Delaney, F.I.M.L.T. . 3114+; 


illustrated. 45s.) London: Butterworth and Co. blishers) 
Ltd. 1960. ; 


This book has been written primarily for medical 
laboratory technicians working for the final examination 
in haematology and blood-transfusion technique of 
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the Institute of Medical Laboratory Technology. 
Approximately two-thirds is devoted to the laboratory 
techniques of general haematology, including the use 
of radioisotopes, and the remainder describes the 
practical aspects of blood grouping and blood banking. 
The major portion of each chapter covers the medical 
aspects of the tests employed, and is followed by a 
detailed description of recommended _ techniques. 
Laboratory technicians will be grateful to Mr. Delaney 
for this method of presentation, since a technique is 
generally more easily mastered when there is an 
appreciation of the end to which its results will be 
employed. Junior pathologists also should find this 
handbook a useful introduction to the laboratory aspects 
of haematology and blood transfusion. 

In his preface the author remarks that no book is a 
substitute for practical experience at the bench under 
the guidance of a qualified instructor. With this all 
will agree, but at the same time a standard textbook 
must give accurate instruction in basic matters of 
routine. Unfortunately, this is not always the case in 
this book, particularly in regard to the laboratory 
techniques of blood transfusion. In the description of 
ABO grouping, for example, no mention is made of the 
need to check the specificity of the anti-A and anti-B 
sera against group O control cells, nor is it stressed that, 
when selecting an anti-A serum, tests must be included 
to determine that it reacts adequately with group A, 
and A,B cells. Prominence is given to a technique for 
ABO sub-grouping using anti-A, group O serum, anti-H 
and immune anti-A, but the simpler and orthodox 
technique using a specific anti-A, serum is masked by 
including it under the heading “ ABO Grouping—Tube 
Technique ” on a preceding page. Should the student 
employ literally the technique recommended for cross- 
matching and include as the final stage of the indirect 
Coombs test the procedure recommended on p. 122, 
each donor blood will be tested against fourteen dilutions 
of anti-human-globulin serum ranging from 1:2 to 
1:500. There are some errors of fact also. The 
t- -nsmission of syphilis, for instance, is not avoided by 
“ sworage of the donated blood at 4° C. for a period of 
six hours.” Such errors of detail will no doubt be 
corrected by an experienced instructor at the bench, but 
could be serious stumbling-blocks for the technician 
relying upon this book as his sole guide to an 


examination syllabus. GEoFFREY H. Tovey. 


RECOGNIZING WHAT IS SEEN 


Space and Site. The Perception of Space and Shape in the 
Cocgeutedie Blind Before and After Operation. By M. von 
Senden. Translated by Peter Heath. With Appendixes by 
A. H. Riesen, G. J. Warnock, and J. Z. Young. (Pp. 348. 
42s.) London: Methuen and Co., Ltd. 1960. 


This is a translation from the German of a book 
published in 1932. The original work is well known 
to students of brain function. Thus Hebb referred to 
it extensively in The Organization of Behaviour, and it 
has led to much experimental work on animals. The 
book consists of a detailed record and analysis of the 
reactions of the congenitally blind to an operation on 
the eye which removes the opaque obstruction 
responsible for the blindness. The sudden flow of 
afferents from the retina are at first upsetting, for nothing 
can be recognized, and—of special interest—there is no 
appreciation of the position of objects. Attempts, 
therefore, to turn the eyes in a desired direction or to 
touch objects seen are futile, while shapes, relative sizes, 


and the difference between a picture and the real objects 
are at first impossible to distinguish. It seems clear 
that vision is useless without the laborious training and 
learning processes which normally occur in infancy. 
From the practical point of view, the re-training of these 
patients requires skilled understanding and great 
patience, and for this purpose the experience of other 
patients described in this book will be useful. There 
have been more recent studies of this subject, such as 
that by London (Amer. J. Psychol., 1960, 73, 478). 


W. RITCHIE RUSSELL. 


BOOKS RECEIVED 


Review is not precluded by notice here of books recently received. 


Recent Advances in Renal Disease. The Proceedings of a Con- 
ference held in London at the Royal College of Physicians of 
London, July 22-23, 1960. Edited by M. D. Milne. (Pp. 254 
+ix; illustrated. 25s.) London: Pitman Medical Publishing 
Co. Ltd 1960. 


The Nucleic Acids. Edited by Erwin Chargaff and J. N. 
Davidson. Volume III. (Pp. 588+xvi; illustrated. $18.) New 
York and London: Academic Press Inc. 1960, 


The Central Nervous System and Behavior. Transactions of 
the Third Conference, February 21, 22, 23, and 24, 1960, Prince- 
ton, N.J. Edited by Mary A. B. Brazier, D.Sc. (Pp. 475; 
illustrated. $7.50.) New York: Josiah Macy, Jr., Foundation 
Publications. 1960. 


Non-infective Disease in Africa. The Peculiarities of Medical 
non-infective Diseases in the Indigenous Inhabitants of Africa 
South ofthe Sahara. By H. C. Trowell, O.B.E., M.D.(London), 
F.R.C.P. (Pp. 481+vii; illustrated. 70s.) London: Edward 
Arnold (Publishers) Ltd. 1960. 


Bedside Medicine. By 1. Snapper, M.D. (Pp. 592+xi. $14.50.) 
New York and London: Grune and Stratton. 1960. 


Die Physik und thre Anwendung in Medizin und Biologie. 
Volume I: Mechanik, Akustik und Warme. By Professor Dr. 
Walter Beier and Dr. med. Erich Dorner. (Pp. 475+xiii; illus- 
trated. DM. 35.) Leipzig: Georg Thieme. 1960. 


Anaesthetic Accidents. The Complications of General and 
Regional Anaesthesia. By V. Keating, M.B., B.Ch., D.A., 
F.F.A.R.C.S. Second edition. (Pp. 288+vii. 28s.) London: 
Lloyd-Luke (Medical Books) Ltd. 1961. 


L’Electro-oculographie ou l’Enrégistrement des Mouvements 
Oculaires. Son Application al’ Etude de la Lecture Normale et 
des Anomalies Pathologiques de la Lecture. By Viktor 
Kabersek. (Pp. 210; illustrated. No price.) Paris: R. Foulon. 
1960. 


Il Problema del Risanamento dei Vecchi Centri Storict Urbani 
Considerato dal Punto di Vista Igienice e Sociale. By Professor 
Giuseppe Agnese. (Pp. 102; illustrated. Lire 1,000.) Rome: 
Istituto di Medicina Sociale. 1960 


Clinical Vectorcardiography and Electrocardiography. By 
Edward Massie, A.B., M.D., F.A.C.P., F.A.C.C., and Thomas J. 
Walsh, B.S., M.D., F.A.C.S. (Pp. 592+xiii; illustrated. £10 7s.) 
Chicago: Year Book Publishers, Inc. London: Interscience 
Publishers Ltd. 1960. 


The Nervous System. An Outline of the Structure and Function 
of the Human Nervous System and Sense Organs. By G. M. 
Wyburn. (Pp. 184+vii; illustrated. 35s.). London, New York: 
Academic Press Inc. 1961. 


Rypins’ Medical Licensure Examinations. Topical Summaries 
and Questions. By Walter L. Bierring, M.D., M.A.C.P., 
F.R.C.P.Edin.(Hon.), (Pp. 803+xvi. 90s.) Philadelphia, 
Montreal: J. B. Lippincott Company. London: Pitman Medical 
Publishing Co. Ltd. 1961. 


Lipids and the Steroid Hormones in Clinical Medicine. Pro- 
ceedings of an Applied Seminar of the Association of Clinical 
Scientists. Edited by F. William Sunderman, M.D., Ph.D., 
Sc.D., and F. William Sunderman, jun., M.D. (Pp. 207+ix: 
illustrated. 85s.) Philadelphia, Montreal: J. B. Lippincott 
Company. London: Pitman Medical Publishing Co. Ltd. 1961. 
Textbook of Clinical Medicine. Edited by John W. Todd. 
(Pp. 564+xii; illustrated. £5 5s.) London: Pitman Medical 
Publishing Company Limited. 1961. 
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A NEW ZEALAND OCCASION 


There were times when the visitor from Britain 
rubbed his eyes in New Zealand last week and 
wondered which side of the world he was, so much 
at home did he feel. There were, of course, 
differences. The sun shone with a brilliant warmth, 
there was a refreshing directness of contact between 
guest and host. There were the hot springs—and 
toheroa soup. Lakes, rivers, sea coast, farmlands, 
forests, and mountains of Alpine dignity formed a 
perfect framework for physical and mental refresh- 
ment, and in Auckland there was a harbour of 
unsurpassed splendour. Auckland’s guests from 
overseas indeed felt privileged to share for an all-too- 
short time this lovely island settlement of an island 
people. Sir Douglas Robb’s foreword to the 
“Conference Handbook” ended with the words 
“Welcome Aboard!” Right royal was the 
welcome from Her Majesty’s representative, Viscount 
Cobham, the Governor-General, the Mayor of 
Auckland, the Chancellor and Vice-Chancellor of the 


University, the medical profession of New Zealand, : 


and, not least, from the ordinary man and woman 
in the street. 

The Commonwealth note was the key to the success 
of the meeting. Before it began it had been sounded 
with quiet persistence at what was undoubtedly the 
most successful of the six Commonwealth Medical 
Conferences that have been held in the past twelve 
years. Sir Douglas Robb’s Presidential Address, 
published in last week’s Journal, will for many years 
to come be one of the most important references to 
the development of Commonwealth medicine and the 
extension of its services and benefits to a vast 
concourse of people, differing in colour, race, and 
creed, but sharing a common allegiance and a 
common tradition of medicine. And, as if to under- 
line the strong impulse coming from the place of this 
year’s Annual Meeting of the B.M.A., New Zealand 
last week scored a dramatic victory over the M.C.C. 
at Wellington. 

Last week’s assembly was a combination of the 
Biennial Conference of the New Zealand Branch and 
the 129th Annual Meeting of the British Medical 
Association. Any fear that such a conjunction might 
complicate proceedings was speedily dispelled. 
Indeed, the Biennial Conference added lustre and 
significance to a succession of gatherings, ceremonial 


and social, that filled the senses and intellect with 
delight. No one will forget the well-ordered 
pageantry of the opening of the Conference on 
February 6 by Viscount Cobham, or the masterly 
inaugural address by Professor E. G. Sayers, which 
we hope to publish in full. The Mayor of Auckland, 
Mr. D. M. Robinson, had generously lent the Town 
Hall for this and many other conference meetings and 
displays. The University authorities opened its rooms 
and lecture theatres for the meetings of the scientific 
sections. Town and gown came together when, at 
the Town Hall on February 6, Sir David Smith, the 
Chancellor, convened a meeting of a committee of 
members of the University Senate there present on the 
platform for the purpose of conferring the honorary 
degree of Doctor of Laws upon Sir Arthur Porritt. 
A few minutes later Sir Arthur installed Sir Douglas 
Robb as the president of the Association for the 
coming year. This double event (see Supplement, p. 
45) on the platform of an Annual Meeting must be 
unique in the history of the B.M.A., and to top these 
notable occasions 1,024 persons sat down together at 
the Annual Dinner held in the Australia Pavilion of 
the Epsom Showgrounds, when Sir Arthur Porritt 
told us the Duke of Edinburgh had read Sir Douglas 
Robb’s Presidential Address and found his proposals 
for a Commonwealth medical service absolutely first- 
class; and when the new Minister of Health, Mr. 
N. L. Shelton, informed the gathering that a great- 
great-grandson of Sir Charles Hastings had been 
present at the meeting the day before. This was a 
happy result of an early migration of two of 
Hastings’s daughters to New Zealand. And as a 
further memory of the past the diners had as a sweet 
course “ Colonial strawberries.” 

The Conference and the Meeting were a New 
Zealand occasion, an event unparalleled in the 
history of this great branch of the British Medical 
Association. Those of us from Britain were proud 
to be present when Dr. D. C. Low installed Mr. F. P. 
Furkert as his successor as’ President of the New 
Zealand Branch, and when the insignia of office were 
presented to Dr. R. Dawson and Mr. J. W. E. 
Raine, Chairman of Council and Hon. General 
Secretary respectively. The insignia were medals 
newly struck and modelled on the medals of office in 
London. If we thank these officers and Dr. J. O. 
Mercer, Editor of the New Zealand Medical Journal, 
for all their courtesy, kindness, and help to the 
British visitor, we are thanking all their many 
colleagues who so generously backed them up in 
untiring hospitality, especially the members of the 
Auckland Division under its President, Dr. E. H. 
Roche. The heat and burden of the day are usually 
borne at Annual Meetings by the secretaries of the 
organizing committee. No better service to such a 
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committee could be imagined than that given last 
week by the joint secretaries, Dr. Peter Bartley and 
Mr. Anthony F. Hunter; and this journal, in 
particular, is indebted to Mr. Hunter as Science 
Secretary. The joint secretaries, with their colleagues 
in charge of separate aspects of the meeting, 
displayed a genius for organization. The first meet- 
ing of such a size in New Zealand presented them 
with a challenge, and they met it with triumph. 

Now everyone has gone back to Britain, to 
Australia, to Canada, to Central Africa, to Eire, to 
India, to Malaya. They have gone back with vivid 
memories of a great Commonwealth occasion and 
with the virtue that comes from making new and true 
friends, who in their turn have gone back to their 
arduous work in the North and the South Islands of 
New Zealand. To them all we say, “Hail and 
Farewell.” 


RESURGENCE OF VENEREAL DISEASES 


It is a strange turn of events, in a settled and 
prosperous society at peace, with potent therapeutic 
agents to hand, that the problem of venereal diseases 
should again be causing anxiety. The largest 
increase has been in the incidence of gonorrhoea, 
which was attributed,’ some eighteen months ago, to 
the movement of people into Great Britain from 
various colonies and dependencies and to the spread 
of strains of gonococci relatively resistant to the main 
remedies. At that time it was noted that the numbers 
of cases of gonorrhoea at the clinics of England and 
Wales had risen from 17,536 in 1954 to 24,381 in 
1957. The rise has continued, the totals reaching 
27,887 in 1958 and 31,344 in 1959.2 The Chief 
Medical Officer of the Ministry of Health has stated* 
that the rise was not limited to large centres of 
population but was now fairly general throughout the 
country. A Working Party of the Medical Research 
Council, which is investigating the problem of the 
sensitivity of the gonococcus to penicillin, has 
confirmed the reports that some strains of gonococci 
are showing an increased resistance to this drug. A 
considerable proportion of patients treated for 
gonorrhoea discontinue attendance when symptoms 
are relieved, and many of these may be harbouring 
latent transmissible infection. Immigrants living in 
difficult social circumstances are particularly prone to 
multiple infections, and there is evidence of a 


1 Brit. med. J., 1959, 2, 685. 

3 Report of the Ministry of Health for the Year 1959, Part II. 1960. 
H.M.S, Appendix C, Table A, p. 279. 

3 Ibid., p. 66. 


* Ibid., Appendix C, Table B, p. 280. 

5 Ibid., Appendix C, Table E, p. 282. 

Steel, R., Lancet, 190u, 1. (21. 

7 Bockner, S., and Coltart, N., Brit. med. J., 1961, 1, 18. 
8 Brit. med. J. Suppl., 1961, 1, 19. 


disproportionate increase in the number of cases of 
gonorrhoea in young people, especially in those aged 
18 to 19 years. 

The number of cases of infectious syphilis seen at 
the clinics remains small, but has also shown some 
increase, the figure rising from 704 in 1958 to 773 in 
1959.4 Dr. C. S. Nicol, in an article in the opening 
pages of the Journal this week, indicates the impor- 
tant part that homosexual contacts may play in the 
spread of this infection, and also emphasizes the fact 
that widespread use of antibiotics with an anti- 
syphilitic effect may suppress the early evidence of 
the disease and promote an increase in late syphilis. 
One of the surprising facts of post-war medical history 
is the progressive decline in the number of cases of 
late syphilis seen at the clinics despite the fact that 
very large numbers of early cases must have escaped 
diagnosis and treatment during the last war and in the 
immediate post-war years. Despite the rise in early 
syphilis, the total number of clinic cases of syphilis 
declined from 4,326 in 1958 to 3,927 in 1959.* The 
Chief Medical Officer* was uncertain whether this 
was a true indication of diminished incidence or 
whether it reflected the fact that general physicians 
and others are now more willing to undertake the 
treatment of these conditions. Perhaps it is significant 
that the Registrar-General’s figures for 1959° show 
that deaths from general paralysis of the insane and 
tabes dorsalis have shown a small rise. The reports 
by R. Steel® and by S. Bockner and N. Coltart’ of 
recent increases in the numbers of cases of general 
paralysis admitted to observation wards are also 
worth noting. 

Another disease which continues to increase is 
non-gonococcal urethritis in the male, which, as Dr. 
Nicol says, is probably transmitted sexually in most 
cases. The Chief Medical Officer’s annual report 
includes only cases in the male, presumably because 
the condition is so difficult to diagnose from other 
infections in the female. Since 1951, when details of 
cases of this disease were first notified from the 
clinics, the total has risen year by year from 10,794 
in 1951 to 20,227 in 1959.2, There is good evidence 
that this disease is closely related to some forms of 
arthritis and to non-granulomatous anterior uveitis. 
It is sometimes intractable, treatment may be ineffec- 
tive, and it is possible that, in its complicated form, 
it has replaced syphilis as the major hazard to the 
promiscuous patient. 

What further steps can be taken in the attempt to 
control this growing problem? The Chief Medical 
Officer® refers to the likelihood that habitual 
promiscuity is more widespread than formerly, 
particularly among young people who lack discipline 
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and the care and affection of a satisfactory home life. 
This, he tells us, is a matter which lies outside the 
immediate scope of preventive medicine but is one of 
general concern about which more information is 
required. It is good to learn therefore that the 
Central Council for Health Education is sponsoring 
an investigation into the causes of promiscuity among 
young people. Moreover, the Council of the British 
Medical Association® has decided to set up a broadly 
based committee to look into the wider aspects of the 
problem and to consider practical measures for (1) 
combating venereal disease ; (2) promoting co-opera- 
tion between the religious bodies, the medical 
profession, and social services ; (3) influencing public 
opinion ; and (4) co-ordinating the activity of the 
various bodies already at work in this field. In 
recent years efforts have been made to give the 
general public more information by television 
programmes, film strips, lectures, and leaflets. These 
efforts should be intensified, though, as the Chief 
Medical-Officer® warns us, moral standards are based 
on stable family life and cannot be provided by 
medical propaganda, however skilful. 

Several points in the diagnosis and treatment of 
venereal diseases deserve emphasis, because there is 
evidence that they are sometimes escaping the atten- 
tion of doctors called on to treat these patients. First 
is the practice, against which Dr. Nicol appeals, of 
giving antibiotics to patients with genital infections 
before microscopical or serological tests have 
confirmed the diagnosis. Secondly, it is important to 


‘bear in mind that the complement-fixation test for 


gonorrhoea is not an adequate substitute for the 
examination of laboratory cultures and microscopic 
smears. The fact is that under modern conditions 
this serological test is of little value and is not now 
highly regarded. Another possible danger of a 
different kind comes from the widespread criticism 
of the requirement under the Adoption Agencies 
Regulations, 1959, that the medical report on a child 
who is to be adopted must include the result of 
serological tests for syphilis on serum taken six weeks 
or later after birth ; the criticism is that such a test 
is unnecessary if tests on the mother or of the cord 
blood are known to have been negative. But it is 
well established that a woman may transmit syphilis 
to her unborn child during the incubation period or 
the sero-negative primary stage of the disease, and 
antibiotics given for other reasons may suppress or 
delay serological reactions though the patient remains 
infectious. It sometimes happens also that an 
infant whose serological tests are negative at the 
time of birth is nevertheless syphilitic. 


F 


The fact that knowledge of venereal diseases has 
progressed in recent years, and the evidence that the 
incidence of at least some of them is increasing, 
combine to suggest that more time and staff should 
be devoted to teaching on them. Certain of the great 
teaching hospitals might consider it wise to organize 
V.D. clinics as part of their service to the public and 
to those whom they teach ; others could perhaps do 
more to ensure that their existing V.D. clinics are 
maintained at the high standard of their other special 
departments. If we are to educate the general public 
as part of our effort to control the venereal diseases, 
the first step is to educate ourselves. 


INTRAGASTRIC OXYGEN 


The introduction of oxygen into the alimentary tract 
of newborn infants has been used as a method of 
resuscitation for some years. It has been widely 
believed that sufficient oxygen can be absorbed 
through the mucosa of the stomach and intestines to 
supply the needs of an apnoeic infant. The few 
published clinical studies provide little evidence in 
support of this view, and until recently no satisfactory 
experimental work has been done. 

E. A. Pask and his colleagues’ have now reported 
the results of their investigations into this problem. 
Their experiments were carried out on anaesthetized 
kittens less than 3 days old, and fell into three 
groups. In the first group of experiments they 
produced a state of acute anoxia in the animals, and 
then measured the time which elapsed before the 
onset of circulatory failure, with and without intra- 
gastric oxygen. They could not detect any significant 
benefit from the intragastric oxygen. In contrast, 
they found that the introduction of a small amount 
of oxygen into the lungs could reverse advanced 
circulatory failure where intragastric oxygen had 
failed. In the second group of experiments they 
measured the levels of oxygen in the blood at intervals 
after the start of acute anoxia, and found that the 
presence of intragastric oxygen made no significant 
difference to the rate of fall. In the third group of 
experiments they prepared a loop of small intestine 
of known length and placed within it a known 
quantity of oxygenated saline. They were then able 
to determine the rate of disappearance of oxygen 
from the lumen of the gut when the circulation was 

* Akgrrén, Y., and Farstenberg, N., J. Obstet. Gynaec. Brit. Emp., 1950, 81, 
Acta paediat. (Uppsala), ‘suppl. 1, 122. 


* Melver, is i Redfield, A. C., and Benedict, E. B., Amer. J. Physiol., 

$ Barrie, H., "Lancet 1959, 1, 884. 

7 Hodges, R ecuaeall, I, M. E., Knight, R. F., and Wilson, E. J., Brit 
I. 38 
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intact, and to compare it with the rate obtained when 
the circulation was occluded. They found that, at 
most, only one-fifth of the oxygen lost from the lumen 
under normal conditions passed into the mesenteric 
venous blood, the remainder being utilized by the gut 
wall. Their experiments further suggest that the 
fraction will be even smaller under anoxic conditions. 
The maximum rate at which oxygen is transferred to 
the mesenteric venous blood was thought to be about 
0.02 ml./min. for the whole alimentary tract, whereas 
the first group of experiments showed that a rate of 
0.2-0.3 ml./min. was required for bare survival of 
the cardiovascular system. Pask and his colleagues 
point out that this quantity of oxygen could hardly 
make any significant contribution to survival even if 
it were wholly shunted past the liver in the ductus 
venosus. 

The work of R. V. Coxon’ leads to a similar 
conclusion. In experiments on cats, kittens, and 
puppies he has measured the changes in oxygen 
saturation of arterial and portal blood before and 
after intragastric administration of oxygen. He, too, 
could not demonstrate any significant change. 

Y. Akerrén and N. Fiirstenberg* were among the 
early workers to describe the use of this method, 
which was originally suggested by A. Yllpé.* They 
considered that their favourable results were due to 
the absorption of oxygen from the alimentary tract, 
and produced in support of this a theoretical analysis 
based on work of McIver and colleagues.’ Mclver 
et al. had studied the uptake of oxygen from the 
alimentary tract by methods similar to those of Pask 
and colleagues. Akerrén and Fiirstenberg concluded 
that adequate oxygen could be supplied by this route, 
but unfortunately they did not take into account the 
fact that utilization of oxygen by the intestinal wall 
plays a large part in the disappearance of the gas from 
the lumen, as indeed McIver and colleagues had 
pointed out. Akerrén and Fiirstenberg also omitted 
to consider the possibility of removal of oxygen 
from the portal blood by the liver. They describe 
seven cases of successful treatment by intra- 
gastric oxygen, but in four of these it is possible to 
argue that mechanical. stimulation from passage of 
the catheter was responsible for the beginning of 
respiration. 

Advocates of intragastric oxygen therapy stress its 
safety, and it is true to say that trauma to the 
alimentary tract is seldom reported. However, H. 
Barrie® has described a case with multiple gastric and 
oesophageal erosions, and R. J. H. Hodges and 
colleagues’ reported rupture of the stomach. The 
logical method of endotracheal intubation has been 
heavily criticized in the past, but it is now clear that 


it holds no special dangers if reasonable care is taken. 
Recently Hodges and colleagues’ carried out endo- 
tracheal intubation in 137 new-born infants, and 
observed no sequelae associated with the procedure 
itself. The advantages of tracheal suction under 
direct vision and of administration of oxygen into 
the lungs are evident. 

In the circumstances attending emergency 
resuscitation of an asphyxiated infant, there is little 
opportunity for a controlled objective study of the 
merits of a single line of treatment. No Clinical 
study of the administration of intragastric oxygen has 
been found which carries conviction against the 
strong experimental evidence reviewed here. This 
method should now be abandoned, particularly as its 
use may delay more effective measures. . 


DELINQUENT GENERATIONS 


The third report of the Home Office Research Unit’ 
created to study the causes of delinquency and the treat- 
ment of offenders sets out to examine and test the theory 
that children born in certain years—for example, during 
wartime—are more likely to commit criminal offences 
than others and that this tendency remains from 
childhood to early adult life. It has long been widely 
held that evacuation and other disturbances of the lives 
of young children would probably have a lasting effect 
on the behaviour of these children, and the view has 
been put forward that those who were young children 
in wartime would be more likely than others to behave 
abnormally in later life, though there has been no 
unanimity on whether this might be due to absence of 
father or of mother or to some other cause. This study 
is based on an analysis of the numbers of persons born 
from 1925 onwards found guilty of indictable offences 
between the years 1946 and 1957. The lowest age of 
criminal responsibility is 8 years, so that those born in 
1938 would be first exposed to the risk of being found 
guilty of offences at some time during 1946. Some of 
the author’s statements are a little difficult to follow. 
Thus he says (p. 4) that in only 2 years of the 10 between 
ages 8 and 17 did the birth group which he was study- 
ing show a crime rate below or equal to the 12-year 
average for the age through which they were passing, 
but his own figures seem to show that this was true at 
4 of the ages concerned, not 2. It is deduced from the 
study that the greatest “ crime-proneness” is associated 
with that birth group who passed through their Sth 
year of life during the second world war. This, as the 
author points out, is the year immediately preceding 
school attendance, except for the small percentage of 
children who attend nursery schools before embarking 
on compulsory primary schooling ; “ whether this means 
that disturbed social conditions have their major impact 
on children between the age of 4 and 5 is not proved, 
but this is a likely hypothesis.” 


1 Wilkins, L. T., Delinquent Generations, 1960. A Home Office Research 
Unit Report. H.M.S.O., London. 
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Of the importance of gross disturbances in our social 
and economic order in stimulating juvenile crime there 
can be no doubt: the past 50 years have seen three 
great upsurges in delinquency among young people—one 
associated with each of the two world wars and one 
with the great depression of the 1930s. It may well be 
that children of a certain age group are more susceptible 
to the ill effects of disruption of their environment than 
are others, younger or older, but at most theirs is a 
relative excess. In a balanced approach to the problem 
of delinquency it is important to view as a whole the 
effects of a complex pattern of adversities. The age of 
a child at the time of his exposure may be one relevant 
factor, but so also may be such things as his intelligence, 
his temperament, and, above all, the quality of the home 
from which he comes. Statistical analysis of this kind, 
though necessarily localized in scope, may be helpful, 
if carried out over a sufficiently long period, in suggest- 
ing further promising lines of study, but in the last 
resort the most promising approach would seem to lie 
along clinical lines, preferably based on observation 
over a long period of years of large numbers of 
young people—knowing them and their home back- 
ground, their growth, their performance at school 
and at work, their reaction to illness, to success, and to 
adversity. Research along these lines is not impossible. 


LIVE POLIO VACCINE IN THE U.S.S.R. 


Recently A. A. Smorodintsev and his colleagues! have 
described trials of oral poliomyelitis vaccine, prepared 


from Sabin’s strains of virus, in over 1,700,000 children 


aged between 9 months and 14 years in four republics 
of the U.S.S.R. Two control groups were designated 
in each region. Internal controls comprised at least 
half the children under 7 and one-quarter of the older 
children in the districts where the rest of the children 
received vaccine; external controls were the children 
in neighbouring districts. Two doses of vaccine were 
given at an interval of one month: the first consisted 
of type 1 virus alone and the second of a mixture of 
types 2 and 3. Most of the children were vaccinated in 
April and May, 1959. Detailed and apparently effective 
arrangements were made for the epidemiological surveil- 
lance of the vaccinated and control populations and 
for the thorough clinical and laboratory investigation 
of all suspected cases of poliomyelitis. 

Serological studies before vaccination indicated that 
about 25% of the children were susceptible to at least 
one type of virus and that 10-15% were without anti- 
body to any type. However, nearly three-quarters of 
the latter were under 6 years old. The serological 
response was investigated six months after vaccination. 
It varied widely according to type of virus, age, and 
region. 

Estimates of the effectiveness of live poliomyelitis 
vaccines are notoriously difficult, though two of the 
greatest sources of error—inapparent infections by wild 
viruses and the occurrence of contact infections from 
vaccines—both lead to bias against the vaccine. Failure 


to make the experimental and control groups compar- 
able may, of course, operate either way. The authors 
claim that this explains the higher incidence of paralytic 
poliomyelitis observed in internal controls compared 
with external controls in certain regions. It appears 
that, as the vaccinations were mainly carried out in the 
towns, the external controls lived chiefly in rural areas, 
which ordinarily have a lower incidence of the disease. 
The authors are satisfied that this higher incidence in 
the internal controls was in no case due to the 
reversion to virulence of the vaccine viruses. Indeed, 
they regard the relatively high incidence of polio- 
myelitis in the internal controls as evidence that the 
vaccine viruses did not spread appreciably in the 
community. 

In spite of the difficulty of interpreting the figures, 
there can be little doubt that the vaccine was effective. 
In Byelorussia the calculated annual incidence of 
poliomyelitis during the nine months June, 1959, to 
February, 1960, in vaccinated children under 2 years 
old was 3.6 per 100,000 compared with 53.3 in the 
corresponding internal controls and 28.3 in the external 
controls. The figures for older children are less striking 
because of the lower incidence of the disease in the 
controls. A particularly interesting group comprised 
some 25,000 Moldavian children who had received 
three doses of formalin-inactivated vaccine and who 
lived in the districts where vaccinations were being 
carried out, though they themselves received no live 
vaccine. The incidence of poliomyelitis in this group 
during the seven months June to December, 1959, was 
6.8 per 100,000 compared with 13.0 in the unvaccinated 
internal controls and 1.0 in the children who received 
live vaccine. ‘These figures give protection rates of 
about 48% for the inactivated vaccine and 92% for the 
live vaccine The data presented show that, under the 
conditions which obtained during the trial, the vaccine 
was effective and apparently safe. 


INTERPRETATIONS OF OESOPHAGEAL 
BIOPSY 


Now that oesophageal biopsy is being more generally 
used, the histological classification of tumours situated 
at the gastro-oesophageal junction is assuming a new 
importance. The commonest histological varieties of 
malignancy in this region are adenocarcinoma, squamous 
carcinoma, and anaplastic and mixed varieties of 
carcinoma. Of these different histological types 
adenocarcinoma is much the commonest, both in 
tumours situated astride the gastro-oesophageal junction 
and in those which are mainly intra-oesophageal. 

It is well known that a gastric carcinoma may spread 
upwards into the oesophagus, and, since these are 
usually adenocarcinomas, if an oesophageal biopsy 
reveals adenocarcinoma the false assumption might be 
made that a gastric cancer had invaded the oesophagus 
from below, and that the tumour must be very extensive 
and inoperable. A recent paper by O. G. Dodge’ shows 
that this assumption is unwarranted. In many cases in 


1 Smorodintsev, A. A., et al., Bull. Wid Hith Org., 1960, 23. 705. 


1 Dodge. O. G., Gut, 1960, 1, 351. 
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which oesophageal biopsy has revealed adenocarcinoma © 


the malignant growth has been found to have arisen 
from, and be still confined to, the oesophagus alone, 
having been derived not from the stomach but from 
mucus-secreting glandular epithelium often present in 
the lower end of the oesophagus. Naturally these cases 
in which the growth has begun in the oesophagus have 
a much better prognosis after surgery than those in 
which the tumour has spread upwards from the stomach. 
Therefore if a patient is found by biopsy to have an 
adenocarcinoma in the oesophagus it may be well, as 
Dodge recommends, “ to try to determine whether this is 
an oesophageal extension of a gastric carcinoma, with 
a very poor prognosis, or whether it represents an intra- 
oesophageal adenocarcinoma.” 


“MASSACHUSETTS GENERAL” 


Those privileged to attend the 150th anniversary 
celebrations of the Massachusetts General Hospital saw 
a faultless performance put on by the trustees, medical 
staff, nurses, and administrators of a hospital regarded 
by many as the most famous institution of its type 
in the world. The apparent effortlessness of this great 
celebration cannot disguise the fact that months of 
hard endeavour must have preceded the three days that 
culminated on February 2 in a banquet attended by 
distinguished men from all over the U.S.A. and from 
many foreign countries. Those who were admitted as 
witnesses and guests felt at once the sense of prevailing 
devotion and could only agree with Oliver Wendell 
Hoimes, who said, “ This Hospital has always inspired 
the fervid attachment of those holding any relation to 
it whatsoever... .” 

Instead of depending on retrospective glances devoted 
to self-adulatory history the institution chose as the 
theme of the Convocation the phrase, “To Heighten 
the Hope of Man,” and invited speakers from many 


centres other than Boston to join in a series of 


symposia which all had as their topic the future 
development of medicine. Appropriately, the Convoca- 
tion was opened by President Kennedy, himself a 
distinguished honorary servant of the hospital in recent 
years ; his speech was relayed from the White House 
and carried a message of good will and encouragement. 
The range and scope of the scientific symposia can be 
illustrated by selecting some of the titles: “ Precision 
in Surgery”; “ Atherosclerosis” ; “Genetic Disorders 
of Endocrine Glands”; “Frontiers in Cancer 
Research,” “The Rhythmic Activity of Tissues” ; 
“Connective Tissue and Certain of its Diseases ”»—these 
were some of the subjects discussed by men of inter- 
national reputation to provide feasts of intellectual and 
scientific excellence. In wider fields discussion ranged 
over problems of world-wide importance, such as 
nursing education for the future, the financing of 
medical care, international health, and medicine of 
the future. Large audiences (so large, in fact, that 
overflow meetings were needed in rooms admirably 
linked to the main forum by television) sat through the 


symposia and took part in discussions that were lively 
and well informed. 

Anyone used to New England welcomes would guess 
correctly if they thought the hospitality accorded the 
guests would match the excellence of the scientific 
programme; nothing was forgotten, and indeed the 
““M.G.H.” showed that when the two founders of the 
hospital, Drs. J. Jackson and J. Collins, said, “ Every 
man becomes our neighbour,” they were speaking for 
their successors of 1961. 

A Convocation of this type, conceived boldly, 
planned with exemplary attention to detail, and executed 
graciously, shows to the world the greatness of this 
hospital, which not only provides medical care of the 
highest order but is a glittering embellishment of the 
Harvard Medical School, and has done much to replace 
the empiricism of medicine by sound science applied to 
the relief of man’s suffering. All can agree with the 
words of Mr. Joseph E. Garland, the author of a short 
history of the hospital written for this special occasion : 
“Tt has given patients care of the highest quality ; in 
the Hippocratic tradition it has helped to renew 
continually the life blood of medicine in Boston, in 
America, and throughout the world ; and it has created 
an atmosphere that excites keen minds to explore the 
dark continents of disease.” 


SECONDMENT TO OVERSEAS MEDICAL 
SCHOOLS 


In our correspondence columns this week (p. 499) 
Professor Ian Aird draws attention to one way in which 
medical schools in Britain could help their overseas 
counterparts in former colonial territories, particularly 
those in Africa. He points out that August, 1962, 
marks the start of the next quinquennial budgeting 
period for United Kingdom universities, and that their 
budgets, already prepared, provide for a considerable 
increase in the number of medical teachers. Many of 
these posts in the ordinary course would not be filled 
until towards the end of the new quinquennium. In the 
interval, Professor Aird proposes, these posts should 
be advertised at once in conjunction with an established 
teaching vacancy overseas. A_ successful candidate 
would be required to fill in the time before taking up 
his (or her) appointment at home by teaching overseas. 
He would be paid from overseas funds, and thus be no 
charge on his United Kingdom university. But, as the 
overseas appointment would be in the nature of a 
secondment, there would be the certainty of a teaching 
post on returning home. Such a scheme has many 
merits. It should ensure a sizable flow of able medical 
teachers to the places where they are most required, 
especially if, as Professor Aird suggests, the Common- 
wealth as a whole participated in the scheme. It would 
give wonderful clinical and research opportunities to 
those who availed themselves of it. And, finally, it 
would be a most timely contribution to that Common- 
wealth ideal of mutual service which Sir Douglas Robb 
so ably advocated in his recent Presidential Address.' 


1 Robb, D., Brit. med. J., 1961, 1, 375. 
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129TH ANNUAL MEETING AND BIENNIAL CONFERENCE 
OF THE NEW ZEALAND BRANCH, AUCKLAND, 1961 


SUMMARY OF PROCEEDINGS 


OPENING OF CONFERENCE 


In addition to more than 800 doctors, many of them 
accompanied by their wives, representatives of the Church, 
civic dignitaries, and senior members of the Armed Services 
attended the opening of the Annual Meeting and Conference 
in the Auckland Town Hall at 11 a.m. on Monday, 
February 3. Proceedings were opened by the Governor- 
General of New Zealand, Lord Cobham. Dr. D. C. Low, 
retiring President of the New Zealand Branch, read a 
message from the Prime Minister, the Rt. Hon. K. J. 
Holyoake, wishing the Conference every success on behalf 
of the people and Government of New Zealand. He then 
inducted Mr. F. P. Furkert as the new President of the 
Branch for 1961. 


Lord Cobham’s Address 


In his address Lord CopHamM emphasized the importance 
in education of balancing technical skills with wider know- 
ledge to produce whole men and women able to tackle the 
difficult problems that face the world to-day. ‘‘ You gentle- 
men,” he said, “are in the van of progress, and many 
powerful citadels have fallen under the impact of your 
devotion and skill. Many scourges have been conquered. 
And yet the road still winds away uphill. The old immutable 
law still stands that ‘action and reaction’ are equal and 
opposite. In your great profession, no less than in the field 
of nuclear physics, power has to be constantly allied to 
wisdom and discretion.” The greatest single problem that 
lay ahead of the worid was that of over-population. Nobody 
could see how it could be solved. A solution had to be 
found that was acceptable to mankind in general. The 
problem was not so much the solution of social problems, 
but their solution within the framework of philosophy and 
ethics. 

Lord Cobham paid tribute to two great New Zealanders 
whose deaths had occurred last year—Sir Harold Gillies 
and Sir Archibald McIndoe. Sir Harold had been a very 
old friend, whose all-round genius in a bewildering number 
of fields provoked at once the admiration 
and despair of more ordinary mortals. 
“ Together with McIndoe he pioneered an 
almost unknown land in the world of sur- 
gery. There can be no doubt that when they 
died the trumpets sounded loud and clear, 


human happiness.” 

Lord Cobham then went on to say that it 
seemed to him that, although to-day doctors 
were receiving new and important data from 
ecologists, nuclear physicists, and scientists 
in many other fields, too little attention had 
been, and still was being, paid to mankind’s 
“ spiritual” area. He concluded by wishing 
the Conference a successful outcome to its 
deliberations. 


The Inaugural Address 


Professor E. G. Sayers, Dean of the 
Otago Medical School, then delivered the 
inaugural address (which we shall subse- 
quently be publishing in full). He said that 
there was no alternative at present to a good 
general practice. “The conditions the 
patient requires will never be found in any 
out-patient department of the State, how- 
ever efficiently run,’ he said. “ Neither 


will it be found in a collection of specialists.” It 
required men of the highest calibre with at least two, 
and preferably three, years of postgraduate training after 
qualification. He regarded general practice as one form of 
specialized practice for which the training should be no less 
onerous than, and its status in the community equal to, 
other specialties. Recently leaders of the profession in the 
British Comonwealth, Europe, and the United States had 
emphasized anew the fundamental and primary importance 
of the general practitioner in the community, and in Britain 
and elsewhere colleges of general practitioners had been 


Zealand Herald 


Lord Cobham, Governor-General of New Zealand, opening the 
Conference on Monday, February 6. 


[Sparrow Photographers, Auckland 
Professor E. G. Sayers giving the Inaugural Address. 


ic 
e 
iS 
e 
e 
; 


488 Fes. 18, 1961 


ANNUAL MEETING: SUMMARY OF PROCEEDINGS 


BritIsH 
MEDicAL JOURNAL 


formed. Professor Sayers said that one of the fundamental 
duties in medicine was to provide a service for the sick, 
but much time was taken up with the mechanisms of disease, 
the niceties of laboratory and instrumental diagnosis, and 
large-scale fundamental research. He urged the necessity 
of preserving traditional freedoms: they had to be careful 
the time-honoured rights of the doctors were not whittled 
away. The advent of the Welfare State had completely 
changed the position and power of the health department. 
“ Before, the average practitioner was only vaguely aware 
of the department’s many activities. Now at every turn 
he runs up against the machinery of the State. The Govern- 
ment, through its department of health, has a right to expect 
that the profession will co-operate in all schemes for the 
benefit of the people, but if the doctors feel strongly that 
the policy pursued is against the best interests of the pro- 
fession or their patients they must retain their right to express 
their views independently with vigour and determination.” 


Presentation of Banner 


Another impressive part of the opening proceedings was 
the presentation by Mr. F. P. Furkert, on behalf of the New 
Zealand Branch, to Sir Arthur Porritt, representing the 


(Sparrow Photographers, Auckland 
Presentation of the New Zealand Banner. 


B.M.A., of a large silk banner embroidered with the Coat 
of Arms of Auckland. The banner, which will be hung in 
the Great Hall of B.M.A. House, was embroidered by Mrs. 
S. B. MacLennan, wife of the director of New Zealand’s 
National Art Gallery. 

The First Plenary Session of the Conference, held later 
on the same day, was reported in last week’s Journal (p. 422). 
Further reports of the scientific meetings are published this 
week, and will appear in subsequent issues. 


SECOND PLENARY SESSION—GENERAL 
SURGICAL, MEDICAL, AND PSYCHOLOGICAL 
PROBLEMS OF PREGNANCY 


Tuesday, February 7 


Mr. ALASTAIR MACFARLANE (Auckland) took the chair for 
the Second Plenary Session. 


Management of Pre-eclampsia 


Professor T. N. MacGrecor (Edinburgh) said that the 
dangerous state of pre-eclampsia was characterized by 
oedema, raised blood-pressure, and albuminuria, and 
occurred in about 10% of pregnancies. It was more likely 
to develop in primigravidae and in multiple pregnancy, 
hydramnios, and in pregnancy complicated by essential 


hypertension or chronic nephritis. Professor MacGregor 
said he had the impression that it was more apt to develop 
when the blood-pressure was unusually labile at the 
beginning of pregnancy. When these conditions existed or 
arose the doctor must think in terms of pre-eclampsia and 
take measures to prevent it or treat it at the earliest moment. 
Antenatal care had undoubtedly been responsible for the 
reduction in the incidence of severe pre-eclampsia and 
eclampsia. By the time oedema occurred much fluid had 
accumulated in the tissues, and this could be shown by 
weekly weighing. No patient should be allowed to gain 
more than three-quarters of a pound (0.34 kg.) per week 
during pregnancy. A greater gain than this called for salt 
restriction, sedation (amylobarbitone, not morphine), rest, 
and possibly a diuretic. Moderate oedema with blood- 
pressure raised to 140/90 was best dealt with in hospital, 
and when there was also albuminuria admission was impera- 
tive. Professor MacGregor regarded 130/80 as the upper 
limit for blood-pressure in pregnancy. Most cases were of 
moderate degree and improved after a few days’ treatment. 
Failure to do so in 10 to 14 days called for induction of 
labour, for foetal retardation would follow if pregnancy 
continued. The choice between induction by rupture of 
membranes and a “syntocinon” (oxytocin) drip and 
caesarean section depended on age, parity, and ripeness of 
the cervix. Cases which developed between the 30th and 
33rd week were worrying and deceptive. Hypotensive 
therapy might avert eclampsia, but there was no good 
evidence that the foetus continued to develop normally. 


Surgical Emergencies During Pregnancy 

Mr. A. Dickson Wricut (London) said that it was of 
interest that in pregnancy many diseases receded, such as 
peptic ulcer, Crohn’s disease, ulcerative colitis—conditions 
of unknown aetiology. But sometimes pregnancy made these 
conditions worse and this might confront the surgeon with a 
difficult decision on the termination of pregnancy. The 
most important surgical complication of pregnancy was 
appendicitis. Diagnosis was often late, and, as the uterus 
prevented walling off, a spreading peritonitis was the rule 
with 50% maternal mortality. Barium examinations in 
women known to have anencephalic foetuses had shown the 
appendix to be pushed upwards and backwards under the 
costal margin. He therefore recommended a high lateral 
incision. The only surgical emergency which pregnancy 
prevented was a strangulated inguinal hernia. Sometimes the 
ascent of the. uterus emptied an umbilical hernia. 

Cholecystitis was common in pregnancy and was some- 
times complicated by haemorrhagic pancreatitis. Mr. 
Wright advocated removal of a diseased gall-bladder in any 
woman likely to have children. He did not advocate active 
surgical treatment of varicose veins in pregnancy though 
warning emboli called for femoral ligation. Prophylactic 
surgery for other conditions likely to be worsened by 
pregnancy, such as Crohn’s disease and ulcerative colitis, 
should be seriously considered. 


Psychiatric Indications for the Termination of 
Pregnancy 


Dr. DesMoND CuRRAN (London) said that from the 
psychiatric point of view the main legal justification for 
termination of pregnancy was the risk of suicide, but though 
threats were common they were seldom put into effect. 
Since the Bourne case the effect of pregnancy on the health 
of the mother and not only the risk to her life had been 
taken into account. The relevant passage in the judgment 
was as follows: “If a pregnancy is likely to make a woman 
a physical or mental wreck, the jury is entitled to take the 
view that a doctor who in the circumstances is led by this 
belief, operates, is operating for the purpose of preserving 
the life of the mother.” The type, severity, and duration of 
the mental disability that would coastitute a mental wreck 
had not been laid down. So therapeutic abortion might 
also be performed in women in whom continuation of 
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pregnancy would make them “ mental wrecks.” The actual 
stress of childbirth was often less important than the 
continued stress that resulted from it, and too much 
importance had been attached to the causative influence of 
childbirth ‘on severe psychotic reactions. 

Major psychoses were not in themselves an invariable 
indication for termination of pregnancy unless it was felt 
that the child would act as a perpetual source of major 
stress and aggravate the mental disorder of a particularly 
vulnerable individual. Dr. Curran concluded that only in 
a minority of cases was therapeutic termination of pregnancy 
on psychiatric grounds justifiable. From the psychiatric point 
of view the main risk to life was that of suicide, but threats 
of suicide were seldom acted upon, and Dr. Curran could 
recall only two personal cases in which termination of 
pregnancy seemed justifiable as a life-saving method. Real 
suicidal risk was greatest in endogenous depression, and it 
was as well to remember that E.C.T. was not contraindicated 
by pregnancy. 

Backache in Pregnancy 

Mr. J. S. BATCHELOR (London) said that backache was not 
a serious complication of pregnancy, for it was generally 
prevented by the splinting effect of the enlarging uterus and 
the abdominal musculature on the lumbar spine. Lambrinudi 
had pointed out that the sacro-iliac joints slackened consider- 
ably during pregnancy. He believed that the practical 
outcome of this mobility was that with good tone of the 
abdominal muscles and the presence of a water cushion in 
the abdomen the sacrum was free to rotate backwards on 
a horizontal axis and in doing so to reduce the lumbar curve. 
James Young had described cases of pain in the pubis and 
sacro-iliac joints during pregnancy and also after delivery. 
Mr. Batchelor then showed an x-ray film _ illustrating 
widening of the symphysis pubis in a patient who had 
complained of pain in the pubis during each of six preg- 
nancies. Mr. John O’Connell in a review of a number of 
cases had found that paresis of the lower limb from disk 
protrusion in pregnancy was higher in incidence and more 
severe than in nea-pregnant women with disk protrusion. 


In a series of 956 pregnancies at Guy’s Mr. Batchelor said- 


backache occurred in 53 instances, chiefly in the 19 to 29 
age-group. Backache was not therefore a serious problem 
in pregnancy. A common cause was chronic postural strain, 
which was relieved by a corset. 


THIRD PLENARY SESSION—CHEMOTHERAPY 
IN CANCER 


Wednesday, February 8 


Professor E. G. Savers (Dunedin) took the chair for the 
Third Plenary Session. 


New Developments in Carcinotherapy 


Professor F. BERGEL (London) enumerated the main drugs 
used for the treatment of malignant disease ; among them 
were the biological alkylating agents, including the nitrogen 
mustards. The second group comprised the antimetabolites, 
such as 6-mercaptopurine and aminopterin. The third 
group was represented by products of micro-organisms or 
of higher plants. Lastly, there were the hormones such as 
the oestrogens and androgens. Referring to the first group 
Professor Bergel said that, on the assumption that the carrier 
moieties of biological alkylating agents were just as 
important as the “ warheads ” and that molecular structures 
related to natural compounds might have advantages, some 
laboratories had chosen amino acids, others sugar-like units, 
and others pyrimidines as subjects of study. At the Chester 
Beatty Research Institute in London the chemists became 
interested, among others, in the phenylalanine series. Altera- 
tions in the structure of the carrier moiety and of the “ war- 
head” led to variations in toxicity and anti-tumour effects. 
Professor Bergel said the point had been reached when the 
question should be asked whether continuation of the work 
he described would result in more efficacious drugs or 
whether the answer would come from a different direction. 


Place of Chemotherapy 


Dr. A. FREEDMAN (Sydney) said that chemotherapy was 
a third line of attack against malignant disease to be used 
alone or in combination with surgery or radiotherapy. It 
should not be used in moribund patients as it was palliative 
and not curative. It should be avoided in the symptomless 
case and reserved for the relief of definite symptoms. It 
should not be used just because metastases were present. 
except on a basis of experimental pharmacology. Even then 
a control series of untreated cases was not possible. 

Chemotherapy in the symptomless case of malignant 
disease would only worry the patient by making him aware 
of his disease and it might make him sick. The main tumour 
should be ablated by surgery or radiotherapy before chemo- 
therapy was used. Malignant effusions should be aspirated 
and cytotoxic drugs injected, though this was often valueless 
in ascites and might induce bleeding from liver metastases. 
The choice of drug was empirical and there was no sensi- 
tivity test as in the case of antibiotics. Rapidly acting drugs 
for urgent conditions were nitrogen mustard and “ endoxan ” 
(cyclophosphamide). The modern tendency was to use 
maximally tolerated doses since selective toxicity was ver) 
low. Re-infusion of the patient’s own stored marrow had 
been used to allow of doses otherwise lethal. A newer 
method was to transplant iliac and sternai marrow into the 
tibia of a cooled leg. 


Regional Perfusion 


Mr. A. LAwreNcCE ABEL (London) said that regional 
perfusion allowed drugs strong enough to inhibit cancer 
mitosis to be given without causing toxic damage to the 
bone marrow. Growths could be isolated by tourniquet or 
by occlusion of all collateral vessels. The main artery and 
vein were connected to a heart-lung pump oxygenator or 
a “pulmo-pak” to maintain the viability of the cancer- 
bearing region. To detect cross-circulation or leakage radio- 
active substances (radioactive iodinated serum albumin or 
chromium-tagged red blood cells) and electronic detectors 
were needed. Transistorized scintillators provided less 
cumbersome techniques. Leakage and drug tolerance 
determined the dose of drug. If leakage was high, treatment 
had to be abandoned or a smaller dose used after protecting 
the bone marrow by autologous marrow infusion. After 
only three years results could not be given in survival figures, 
but the new methods were known to cause relief of pain 
in pelvic malignant disease, regression of melanomata, and 
the saving of limbs which would have otherwise demanded 
amputation. Most cases chosen for these new methods had 
already had all that surgery and radiotherapy could offer, 
and, though the method was experimental, it offered hope 
to the patient. Mr. Abel said that prophylactic chemo- 
therapy after surgical removal was also being used and 
summarized lines of future research. 


FOURTH PLENARY SESSION— 
AUTO-IMMUNIZATION : A NEW CONCEPT 
OF DISEASE 


Thursday, February 9 


With Sir CHARLES Burns (Wellington) in the chair, Dr. J. O. 
MERCER (Wellington) introduced the discussion by describing 
the current concepts of auto-immunization. He stressed that 
immunity was not necessarily beneficial, and undesirable 
sequelae of auto-immunity seemed to be the common basic 
denominator for certain diseases involving the thyroid gland 
and kidneys, and for haemolytic anaemias and rheumatic 
or collagen disorders. Tissues were apparently capable of 
producing their own destructive antibodies from immuno- 
logically competent cells. From the work of Sir Macfarlane 
Burnet and others it seemed that there was an intrinsic 
mechanism whereby the body distinguished “self” from 
“not self.” When “not self” invaded, the immune 
mechanism operated. Plasma cells elaborated the antibody 
globulins. The lymphocyte with its relatively large nucleus 
and minimal cytoplasm received the antigenic imprint and 
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stored the knowledge. By trivial qualitative changes in 
serum globulin an unlimited number of highly specific 
antibodies were elaborated and laboratory methods for 
detecting these were being refined. There remained the 
all-important question: Were these anti-substances noxious 
or the harmless concomitants of the pathological condition ? 


Auto-immunity in Haematology 

Dr. R. J. WatsH (Sydney), speaking on the concept of 
auto-immunity in haematology, described a male patient 
flown to Sydney for emergency treatment of severe acquired 
haemolytic disease after a respiratory-tract infection. No 
compatible blood could be found, and in view of the gravity 
of his condition it became essential to transfuse him with 
incompatible blood under cover of prednisone in doses up 
to 300 mg. daily. A careful watch was kept for hypotension, 
and the patient recovered. 

This case presentation proved a simple and effective form 
of introduction to the complexities of auto-immunization, 
and Dr. Walsh felt that Coombs’s test was the first step 
towards a modern understanding of auto-immunity in 
haematology. Antibodies against I antigen in red blood 
corpuscles led to haemolysis. The existence of anti- 
leucocytic antibodies was probable but as yet unproved. 
He classified platelet antibodies into three groups: 
homologous antibodies were responsible for reactions during 
blood transfusion and pregnancy; autosensitization was 
exemplified by “sedormid” purpura; and auto-antibodies 
were probably responsible for idiopathic thrombocytopenic 
purpura. 

In view of ignorance about normal antibody production 
the mechanism in auto-immunization was also uncertain. 
Dr. Walsh suggested that the normal or unaffected antigen 
did not produce antibody, but when it was influenced by a 
chemical, a virus, or bacteria the changed antigen produced 
hostile antibody, which was then responsible for tissue 
self-destruction: this was possibly mediated by alterations 
in desoxyribonucleic-acid metabolism. 


Auto-immunization and Thyroid Disease 

Dr. I. Rorrr (London) with Dr. DesporaH DOoNIACH 
(London) outlined the role of auto-immunization in thyroid 
disease. Circulating or serum antibodies reacting in high 
titre with thyroglobulin and human thyroid-tissue extracts 
occurred in all patients with Hashimoto’s disease and in a 
large proportion of those with primary myxoedema. Com- 
parable inflammatory lesions of the thyroid gland could be 
produced in several laboratory animals by immunization 
with homologous and autologous thyroid extracts in 
Freund’s adjuvant with the development of circulating 
thyroglobulin antibodies. The finding of similar auto- 
antibodies of lower titre in thyrotoxicosis, in non-toxic 
colloid goitre, and in 10% of middle-aged women without 
overt thyroid disease suggested that these antibodies were 
not in themselves capable of mediating the progressive 
destruction of the gland characteristic of Hashimoto’s 
disease. It was possible that tissue damage was brought 
about by an immunological reaction of the delayed hyper- 
sensitivity type similar to that seen in homograft rejection, 
in which sensitized lymphoid cells were implicated. None 
the less, the presence of circulating antibodies was of diag- 
nostic value in distinguishing Hashimoto’s disease and as 
one factor in the assessment of the thyrotoxic patient. In 
64 close relatives of patients with Hashimoto’s disease 23 
were found to have thyroid disease, and 91% of these had 
circulating auto-antibodies. In the remaining 41 relatives 
with apparently normal thyroid glands antibodies were 
demonstrable in 30%. 

Dr. Roitt described a factor located in the gamma-globulin 
fraction of sera of patients with Hashimoto’s disease and 
thyrotoxicosis which caused cytotoxic effects on tissue 
cultures of trypsinized thyroid cells. He demonstrated this 
by a dramatic film recording made by Professor R. J. V. 
Pulvertaft, London. Although this factor was demonstrable 
in 50% of thyrotoxic patients far fewer of them subsequently 
developed Hashimoto’s disease, and the significance of the 
serum factor remained obscure. Dr. Roitt felt that thyroid 


antigen probably remained encompassed and secluded during 
early life and that during middle life and onwards there was 
gradual leakage of colloid and of antigen into the circula- 
tion. This leakage of “secluded antigen” provoked the 
development of circulating auto-antibodies. - 


Discussion 

Dr. A. FREEDMAN (Sydney) asked whether the continuing 
destruction of the thyroid gland in Hashimoto’s disease was 
an indication for thyroidectomy. Dr. Rortt felt that thyroid 
extract should first be given to damp down thyroid- 
stimulating hormone. Thyroidectomy should be considered 
if there were no response to this treatment. 

Professor J. LOEWENTHAL (Sydney) inquired at what stage 
of foetal life tissues became antigenic. Dr. R. J. WALSH 
(Sydney) replied that this was probably at the 11-mm. 
embryo stage. 


FIFTH PLENARY SESSION--MENTAL HEALTH 
IN THE COMMUNITY 


Friday, February 10 


With Dr. G. BLAKE-PALMER (Wellington) in the chair, 
Professor W. TRETHOWAN (Sydney) said that in his view the 
attitude adopted towards mental health reflected the feelings 
held by the particular community towards mental illness. 
He suggested that, to the average man, being mentally 
healthy probably meant no more than not being obviously 
mentally ill in the sense of being insane or psychotic. The 
recognition of neurosis and personality problems as evidence 
of mental ill-health was, however, slowly gaining ground. 
What was admitted as constituting mental ill-health was 
largely dependent upon community attitudes, and the public 
still needed further education. Grave misconceptions still 
prevailed about mental illness and mental hospitals, and 
perhaps above all about the crippling nature of many cases 
of neurosis. Ignorance, fears, and prejudices still impeded 
the early recognition or referral for expert opinion of many 
neurotic patients. 

The same lack of frank recognition of the importance of 
emotional factors could be seen in connexion with children. 
Far too many emotionally disturbed children were still 
dismissed as simple cases of naughtiness. The task of 
education in mental health problems met with resistance 
that often clearly arose from irrational prejudice or anxiety. 
hostility, and fears of unconscious origin. He had read of a 
poster in the U.S.A. which claimed: “ Mental hygiene is 
a subtle and. diabolical plan of the enemy to transform a 
free and intelligent people into an angry horde of zombies.” 
Whilst the psychiatrist could put forward no simple 
panaceas, it could be held that there was a wide field for 
constructive work in mental health education, none the less 
important because much of it might seem platitudinous and 
obvious. 

Major Problem of Preventive Medicine 

Dr. D. W. JoHNSON (Brisbane) said that, speaking as a 
doctor who was engaged full-time in the practice of public 
health, he considered that mental ill-health was the major 
problem confronting preventive medicine to-day. In his 
view, health departments should give top priority to 
programmes designed to alleviate and prevent mental 
sickness which accounted for such a large segment of 
personal misery and social inefficiency. It would be difficult 
to overemphasize the importance of a stable family back- 
ground and happy home life for the emotional development 
of children. He believed that much could be done by, for 
example, the better education of children in mental health 
matters during their school years, by the development of 
better facilities of a constructive kind to deal with the 
problems of adolescence, by pre-marital instruction, and by 
marriage guidance. The community, too, must realize its 
obligations. Large institutions for children should be 
abolished, carefully chosen foster homes being much 
superior. The aged and the lonely needed special considera- 
tion and special measures. Dr. Johnson also emphasized 
the need for early recognition and early treatment, and 
pleaded that medical students should have far more instruc- 
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tion than they received at present about the mental and 
physical components of disease, with particular emphasis on 


prevention. 
‘Early Diagnosis 

Dr. Doris OpLuM (Bournemouth) also emphasized the 
importance of early diagnosis and treatment, and the need 
for better education, both of the medical profession and 
of the public, in all matters pertaining to mental health 
and the early symptoms of stress. Patients should be 
referred to a psychiatrist as soon as a doctor felt he was 
unable to cope with the situation. Delay might lead to 
faulty habit-formation and to chronicity. In particular, 
medical students needed to be taught to understand the 
patients as people and learn that many emotionally caused 
conditions presented with physical complaints. 

Dr. V. B. McGeorce (Auckland), speaking as a general 
practitioner, said he thought no one could make a greater 
contribution to the mental health of the community than 
the family doctor. The mental health of his patients was 
as much his concern as their physical health. He considered 
that the early years of life were of major importance in 
subsequent development. Much could be done by advice 
and guidance at all stages of development—in childhood 
and adolescence, and later on by pre-marital instruction and 
the indoctrination of pregnant women in mental health 
principles. He agreed with previous speakers about the 
cavalier way in which the difficulties of childhood were apt 
to be dismissed. In a vast number of physical complaints 
and definite physical diseases emotional factors played an 
important, and often a crucially important, part. This fact 
must be recognized in medical education, and every medical 
school should have a full-scale department of psychological 
medicine which should also act as a focal point for 
instruction in mental health matters for the community. 


THE SECTIONS 


SECTION OF MEDICINE 
Tuesday, February 7 
Diabetes Mellitus 

With the president, Professor SHEILA SHERLOCK (London), 
in the chair, Professor RUSSELL FRASER (London) presented 
promising results of the management by medical hypo- 
physectomy of 10 patients with diabetic vascular disease. 
Implantation of the pituitary with yttrium was preferable 
to surgery, because cerebral vascular damage was less likely, 
but rhinorrhoea and meningitis remained as_ possible 
complications. Serial retinal photography was being used 
as an objective index of improvement, and in a short 
follow-up it was gratifying that retinitis had shown no 
evidence of advance since yttrium implantation. The post- 
operative management demanded substitution therapy with 
thyroxine and cortisone, though it seemed likely that the 
latter was only a temporary necessity. Insulin requirements 
were halved as a result of pituitary ablation; great care 
was therefore needed to avoid post-operative hypoglycaemia. 
Professor Fraser had used the same means of hypo- 
physectomy in 100 patients with metastases from breast 
cancer ; thus far it seemed to prolong life by 15 months. 

Dr. D. W. BEAVEN (Christchurch) had observed coexisting 
diabetes mellitus and Addison’s disease in six patients. He 
analysed this rare syndrome in conjunction with the 60 
examples already reported in the world literature. In more 
than half diabetes preceded Addison’s disease, and the two 
conditions presented simultaneously only in one-tenth of 
instances. When the diabetic patients developed Addison's 
disease there was evidence of fatigue, hypoglycaemia, and 
pigmentation of the skin, whereas the Addisonian patients 
revealed alternating hypoglycaemia and glycosuria and 
greater need for salt-retaining hormones when they become 
diabetic. Before the introduction of corticosteroid therapy 
death was most commonly due to adrenal insufficiency and 
infections, but nowadays hypoglycaemia was a more sinister 
complication. Professor SHERLOCK raised the possibility of 


autoimmunity to explain the coexistence of the two condi- 
tions, and suggested that further evidence should be sought 
along the lines propounded by Dr. Ian R. Mackay, of 
Melbourne. 

Sarcoidosis 

Dr. D. Geraint JAMES (London) introduced sarcoidosis 
as a broad-spectrum disease which presented to clinicians 
of every discipline but particularly to chest physicians, 
ophthalmologists, and dermatologists. Because of these 
numerous masquerades its investigation and management 
necessarily remained the province of the general physician. 
The criteria for the diagnosis were twofold-—clinical and 
histological. There should be a compatible clinical picture 
and also histological evidence of sarcoid tissue from at 
least one tissue or by the Kveim test. He subdivided his 
series into subacute and chronic sarcoidosis. The former 
was benign, for it was associated with a high incidence of 
spontaneous resolution; it was exemplified by erythema 
nodosum, hilar and peripheral lymphadenopathy, parotitis, 
Bell’s palsy, and maculopapular eruptions. In contrast, 
chronic sarcoidosis persisted indefinitely because of com- 
plicating fibrosis. Corticosteroid therapy was mainly 
directed towards the prevention of three sequelae which 
caused failure of lungs and heart (cor pulmonale), kidneys 
(nephrocalcinosis), and vision (chronic _ iridocyclitis, 
glaucoma, cataract). Dr. C. S. DaFor (Alberta) also stressed 
the importance of histological confirmation of the diagnosis. 
As a thoracic surgeon, he favoured right scalene lymph- 
node biopsy, lung biopsy by a limited thoracotomy, or 
bronchial mucosal biopsy. 

Dr. W. E. HENLEY (Auckland) discussed the abnormal 
calcium metabolism which was sometimes observed, and, 
in reply, Dr. JAMES underlined the importance of screening 
all patients for hypercalciuria, which might be present even 
in the absence of hypercalcaemia. Persistent hypercalciuria 
was an indication for corticosteroid therapy. 


Staphylococcal Pneumonia 

Dr. G. S. McL. KeELtLaway (Auckland) and Dr. HyLTON LE 
Grice (Auckland) analysed 132 cases of pneumonia admitted 
to Green Lane Hospital, Auckland, during a 12-month period 
(1959-60). The causative organism was a coagulase-positive 
Staphylococcus pyogenes in one-third and pneumococcus 
in one-tenth of the series, but in nearly half no causative 
bacteria were isolated. The mortality was 25% in staphylo- 
coccal pneumonia compared with 10% in the remainder. 
The course of 15 of the 48 patients with staphylococcal 
pneumonia was complicated by hypotension, oliguria, or 
anuria, presumably due to shock and renal anoxia. This 
fulminant course occurred in five patients with chronic lung 
disease and another five influenza sufferers. Since the 
causative staphylococcus was resistant to penicillin in four- 
fifths, and to streptomycin in one-tenth of the series, various 
combinations, such as erythromycin and novobiocin, had 
been used. 

Dr. D. G. James (London) felt that this careful analysis 


-in Auckland ranked with Dr. D. R. Hay’s survey of 


staphylococcal septicaemia in southern New Zealand. 
Together, these surveys provided a composite picture of 
the staphylococcal problem for the years preceding 
“celbenin,” and would provide a useful baseline for 
future comparison. For the immediate future, at least, the 
management of staphylococcal infections had been simpli- 
fied by the introduction of a potent synthetic penicillin, so 
that one or other type of penicillin was now the bactericidal 
antibiotic of choice for all staphylococcal infections. Dr. 
KELLAWAY agreed that his experience with celbenin had 
thus far been favourable. 


SECTION OF SURGERY 
Tuesday, February 7 (Morning) 


Treatment of Malignant Melanoma 


With Sir ArTHUR Porritt (London) in the chair, Professor 
G. W. MILTon (Sydney) based his remarks on the treatment 
of malignant melanoma on an experience of 60 cases seen 


J 
s 
- 
e 
8 | 


492 Fes. 18, 1961 


THE SECTIONS 


MEDICAL JOURNAL 


over the past two and a half years; no long-term results 


were therefore available. In diagnosis, he stressed that — 


bleeding was a serious symptom, and emphasized the value 
ofa frozen section at the time of operation, with particular 
attention to the depth of the lesion in the skin. Where 
the lesion was deeper than the sweat glands, then the lymph- 
glands were involved in 75% of cases. He advised 
prophylactic surgery if the naevus was situated at a site 
of friction, or in the palm of the hand or sole of the foot, 
or genitalia. He warned against ever partially removing a 
haevus or destroying it with diathermy. If the lesion was 
found proximal to the knee or elbow, he advised removal 
of the primary lesion in continuity with the draining lymph 
glands ; if distal to the knee or elbow, prophylactic 
dissection of the glands was done in young males and in 
women if the lesion had penetrated deeper than the sweat 
glands. Fingers and toes which were the site of a malignant 
melanoma were amputated. Women were advised against 
pregnancy for three years after treatment. 

With a trunk lesion and only one lymph-gland area likely 
to be involved the standard procedure was carried out; 
with two gland areas bilateral dissection was done in the 
young males and in females where there was deep dermal 
penetration at the primary site. In elderly patients the 
primary was removed and there was no _ prophylactic 
resection of glands; where there was marked glandular 
involvement no form of curative surgery was attempted, 
and palliative measures were advised. 

Malignant melanoma arising in mucous membranes gave 
an extremely bad prognosis. In seven cases with pulmonary 
or hepatic metastases large doses of nitrogen mustard, 1 mg. 
per kg./body-weight, had been administered, with aspiration 
and later replacement of the bone-marrow; in all of these 
the results were poor. With recurrences in the glands 
surgery was inadvisable if the glands were fixed; deep 
x-ray therapy had proved of little help in these cases. Local 
infiltration of some lesions with nitrogen mustard was being 
given a trial with some palliative success. 

Mr. J. M. Crarke (Auckland), from his expericnce with 
90 cases, showed that the prognosis in early cases with or 
without prophylactic gland dissection was the same. He 
did not believe that pregnancy had any aggravating effect ; 
indeed, in his experience it was rather the reverse. Professor 
J. LOEWENTHAL (Sydney) agreed with Mr. Clarke, and stated 
that treatment should be advised, irrespective of the 
pregnancy state. 

Mr. A. DicKSON WriGcut (London) had seen remission of 
cases during pregnancy, but in his experience the majority 
had deteriorated and he advised termination of the 
pregnancy prior to treatment. He also warned against 
putting too much faith in frozen sections, stressing the fact 
that it was well to be absolutely sure of the diagnosis before 
recommending extensive surgical procedures. 


Peripheral Vascular Disease 

Under the chairmanship of Sir ARTHUR Porritt (London), 
Professor C. W. D. Lewis (Perth) discussed the assessment 
of the patient with peripheral vascular disease. Professor 
Lewis based his remarks on an experience of 114 patients 
treated during the past three and a half years for peripheral 
vascular disease, omitting those with cardiac and cerebral 
lesions. There were four times as many men as women. 
Ten were under 40 years of age, two were women with 
localized thrombosis of indeterminate origin, eight were men, 
and, of these, four presented with thromboangiitis obliterans 
and two with injury to the femoral artery. Thirty-four had 
had previous serious cardiovascular disease, 24 had hyper- 
tension. Ten of those with cardiac disease had a raised 
serum cholesterol level. 

In 21 cases lumbar sympathectomy was performed ; the 
indications for this procedure were ill-defined, but the 
impression had been gained that it might give better results 
in the range of climate in Perth than in the more temperate 
range in the United Kingdom. In sympathectomy the com- 
pleteness of the break in the chain was more important than 
the length of the chain removed. The operation lost its 
value if infection was present in the peripheral part of the 


limb. Twenty-four grafting procedures were done—homo- 
grafts in three, nylon grafts in three, and “teflon” grafts 
in 19. Major amputations were carried out in 25 cases, 
14 of these presenting initially with gangrene. Professor 
Lewis stressed the urgency of earlier diagnosis. An analysis 
over five years of patients with major amputations had 
shown that of those over 60 years of age less than a third 
used a prosthesis ; a longer period of guidance and rehabili- 
tation was therefore advised. Through-knee amputation 
was employed with increasing frequency. Of 29 aneurysms, 
6 were the result of trauma ; in 8 the aneurysm had ruptured, 

Professor Lewis said that in the assessment of the patients 
the physiological age was more important than the chrono- 
logical, and it was his policy not to regard age as such 
as a contraindication to operation. Palpation was the 
primary sensory mechanism in assessing vascular deficiency. 
Oscillometry and determination of venous filling time were 
valuable examinations ; the results of reflex vasodilatation 
tests were disappointing. Angiography was not used 
routinely ; the procedure was safe in the normal limb, but 
might have dangerous consequences where the blood supply 
was at a critical point. Severe ischaemic pain was difficult, 
even impossible, to control, and vasodilator drugs had 
proved disappointing. Patients tended to ignore advice 
about giving up tobacco, and sympathectomy might help 
those who refused to give up the habit. In cases of 
embolism surprisingly good results were reported even after 
five days, but early operation within eight hours of the 
onset of symptoms was advised. Further investigation of 
the principles of haemodynamics was recommended, and it 
was thought that not enough attention had been paid in the 
past to the nature of the blood itself; consideration must 
be given to its viscosity and coagulability, to hypotension, 
and to anaemia. 

Sir Douctas Ross (Auckland) did not think that there 
was any point in advising against tobacco-smoking, particu- 
larly in elderly patients with advanced structural changes in 
the arteries. He also agreed that saddle-embolus cases ought 
not to be given up as hopeless, even after four days, as it 
was often possible to get a lot of the clot away and salvage 
something of a limb. Mr. A. DicKSON WriGHT (London) 
considered that there was still a case for the intra-arterial 
infusion of cobalt compounds. He strongly recommended 
a thorough-knee amputation, as the skin collateral circulation 
at that point was excellent, and was against the use of the 
saw in amputations. 


Tuesday, February 7 (Afternoon) 


Carcinoma of the Breast 

With Mr. A. Dickson WriGut (London), a vice-president 
of the Section, in the chair, a paper on carcinoma of the 
breast was presented by the president of the Section, Sir 
ARTHUR Porritr (London). He outlined the history of the 
disease from early records in the Edwin Smith Papyrus of 
bulging tumour in the breast, through to mediaeval times, 
with its barbarous amputations, to the Halsted operation 
of 1889 and its subsequent developments. The disease 
appeared to be universally distributed except that it was 
rare in Japan. Trauma appeared to encourage its onset, 
as exemplified by the greater proportion of lesions in the 
exposed upper and outer quadrant. 

Rigid clinical staging was fallacious, as the high percentage 
of error in subsequent findings showed, and pathological 
and histological gradings were more accurate. 

He always taught three aphorisms—the period of 
observation is the period of lost opportunity ; a lump in the 
breast should be removed ; beware the ample bosom. Since 
the untreated disease ran a course of three years, three-year 
survival figures were no use, and five-year figures were not 
reliable. Age, histological type, and the presence of glands 
were of little prognostic value, the rate of growth being the 
best indication of the future outlook. Our ideas had been 
stimulated by the work of Handley on secondary deposition 
in the internal mammary chain. The customary surgical 
methods of treatment were radical, ultraradical, and 
palliative. His own preference was strongly influenced by 
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the desire to avoid the mutilation made by removal of the 
whole breast, which could greatly distress many women. He 
could see no point in removal of the breast and then giving 
radiotherapy. The woman wanted the lump removed, and 
this he did and no more, and followed that by appropriate 
radiotherapy. 

He had practised this segmental excision for about eight 
years, and, to date, the figures for mortality compared with 
a series of radical mastectomies showed a slight balance in 
favour of segmental excision. He had been influenced 
also in his choice of segmental excision by the fact that 
ultraradical excisions had shown no real improvement in 
survival rates, but his main purpose in resecting the lesion 
was to make it clear to the patient that the lump had gone. 
A biopsy from the subpectoral glands was made not for 
clearance but to guide subsequent deep x-ray therapy. Deep 
x-ray therapy was not used for stage 1 growths. 

Endocrine drugs, ablative surgery, and cytotoxic drugs 
could be used for symptomatic relief in the later stages. 
He preferred oophorectomy and cortisone, and saw no place 
for adrenalectomy. If an initial response to this treatment 
was followed by relapse, hypophysectomy was worth while, 
but it was not in those patients who did not respond to 
the lesser procedure. 

Professor B. W. WINDEYER (London) still advised radical 
mastectomy. He liked clinical staging as a means of defining 
treatment. Thus in stage 3 growths he would use radio- 
therapy only. He awaited with interest the results of super- 
radical mastectomy. He agreed that it was unwise to use 
stilboestrol in younger women, and he gave it only to those 
who were past the menopause by ten years or more. He 
also agreed that oophorectomy was preferable to radiation 
menopause, but if radiation was specially indicated the 
dosage must be high. He thought that some patients 
responded to hypophysectomy even though they had shown 
no response to oophorectomy and cortisone. 

Mr. LAWRENCE ABEL (London) strongly urged the need 
for biopsy and frozen section for all lumps and aspiration 
biopsy for doubtful cysts to avoid the chance of an 
unnecessary radical mastectomy, as might follow from 
macroscopic findings only. When there was a wish to avoid 
mutilation there was much to be said for segmental excision, 
but he thought that in women over 50 this was not an 
important factor. He had practised excision of the internal 
mammary chain, but had always sewn back the costal 
cartilages and left no deformity. A _ difficulty with 
oophorectomy was that younger women objected to it. 

Mr. J. M. Ctarke (Auckland) advocated radical 
mastectomy. Tissue damage, arm swelling, and general 
upset was considerable after radiotherapy. 

Mr. DICKSON WRIGHT reported the dramatic response he 
had seen at times to testosterone. General practitioners 
should be on the watch all the time for lumps in the breast 
at routine examinations. He thanked Sir Arthur for his 


paper. 


Diverticulitis of the Colon 


With Professor J. LOEWENTHAL (Sydney) in the chair, 
Professor G. J. FRAENKEL (Dunedin) presented a paper on 
diverticulitis of the colon. He said that diverticulosis, which 
was a degenerative disease of the colon, had an uncertain 
incidence, and most statistics were based on the findings 
of the barium enema examinations. It was rare before the 
age of 30, but thereafter rose steeply to reach about 60% 
by the age of 80., Diverticulitis occurred in probably 20% 
of patients with diverticulosis, and might be local or diffuse. 
Professor Fraenkel described the pathological anatomy of 
the diverticula, and the clinical features with acute attacks 
leading to resolution or perforation, abscess, fistula, or 
bleeding. Minor or occult bleeding was not at all rare, 


being present in 30% of cases probably; major bleeding 
occurred at times and might necessitate resuscitation and 
transfusion. Diagnosis called for a barium enema examina- 
tion, occult-blood test, and sigmoidoscopy, and Professor 
Fraenkel stressed the importance of the appearance of the 
intact mucosa in diverticulitis in -contrast to that in 


carcinoma. Uncomplicated chronic diverticulitis should 
be treated conservatively, but he could see little merit in the 
usual regime of low-residue diet, bowel antiseptics, and 
liquid paraffin. Instead he preferred a diet to produce 
bulky stools, which he thought would keep the bowel dilated. 
Chronic diverticulitis resulted in a thickened and contracted 
colon leading to intestinal obstruction. He advocated early 
resection. In contrast to the danger of possible complica- 
tions arising in the untreated disease, which carried a high 
mortality, it was not dangerous in view of modern methods 
of preparing the bowel. He advocated wide excision of the 
diseased area, leaving normal bowel to anastomose to the 
rectum, which was never involved by diverticula. Surgery 
could be by one, two,-or three stages, and he outlined the 
indications for the employment of each. He said that by 
earlier and wider use of elective resection and anastomosis 
much misery could be relieved. + 

Mr. KEITH Jones (Sydney) asked for advice on the 
difficult technical problem of freeing a ureter heavily 
involved in peridiverticulitis. Professor FRAENKEL agreed 
that it was difficult, but its solution could only be a matter 
of craftsmanship. Dr. ELtis Dick (Hamilton) wanted to 
know what to do in the case where there was a need for 
resection but the whole colon was the site of diverticulosis. 
Professor FRAENKEL advised doing the best one could by 
excising the area of “ -itis” and anastomosing in spite of the 
“*-osis.” Mr. A. LAWRENCE ABEL (London) thought that 
about 1 in 20 cases of diverticulitis needed operation, but 
then they needed it badly. He described some of his 
experiences where there had been very extensive involve- 
ment of the colon, and he gave some technical details, 
emphasizing his satisfaction with side-to-side anastomosis of 
the colon. He concluded with the advice to be bold, 
because of antibiotics ; if a patient had diverticulosis and 
symptoms it was sufficient evidence to justify operation. 
Professor LOEWENTHAL from the chair asked for informa- 
tion on the radiological distinction between diverticulosis 
and diverticulitis and also on how to prove the genesis in 
a case with abscess or fistulous tracks. Professor FRAENKEL 
agreed that it was difficult or impossible on x-ray evidence 
to be sure and that the diagnosis must still be a clinical one. 


Surgical Management of Chronic Duodenal Ulcer 

With Professor J. LoEWENTHAL (Sydney) in the chair, 
Mr. G. E. Mooney (Oxford) began by referring to the 
development of operations for duodenal ulcer and listed 
some of the many operations still in use, indicating that a 
new era had started with the arrival of vagotomy. Pro- 
cedures he believed to be obsolete were the single use of 
gastrojejunostomy and the “ Polya” procedure, and similar 
varieties of partial gastrectomy with jejunal anastomosis, as 
many analyses had shown that side-effects were more 
frequent and worse where the duodenal circuit was 
by-passed. The Billroth I operation gave good functional 
results, but unless gastric resection was more than two- 
thirds, with consequent disability, the recurrence rate was 
too high in men (7% in his own series of over 100); the 


' operation still had a place in women, in whom the recur- 


rence rate was low. By excising only the antrum but still 
using the duodenal circuit by performing  gastro- 
duodenostomy, and adding vagotomy, excellent results 
were obtained, and Mr. Moloney cited the results in a 
personal series of 230 such operations with no evidence of 
recurrence, and minimal post-operative troubles. He said 
that this operation had now been adopted in several 
American clinics, and in some 3,700 operations there had 
been only i3 recurrences, most of which had been shown 
to be due to incomplete vagotomy. It was possible that a 
low or negligible recurrence rate might be achieved by 
vagotomy alone, together with pyloroplasty and vagotomy, 
and he cited the experience of others with pyloroplasty and 
with gastroenterostomy, which indicated that there might be 
no need for antrectomy. The analysis of gastric secretion 
by the maximal histamine test was valuable, and where it 
was high antrectomy was still probably advisable. He 
much preferred the functional result with pyloroplasty to 
that with gastrojejunostomy as the drainage procedure, but 
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if there appeared to be danger in meddling with an adherent 
or penetrating duodenal ulcer gastrojejunostomy was 
advisable. Methods of pyloroplasty were detailed. The 
foremost objection to vagotomy—that it might be followed 
by troublesome diarrhoea—he discussed in the light of an 
analysis of bowel function in 100 of his own patients ; only 
10 of them showed any alteration towards looseness, though 
a similar number had noted some constipation. Only one 
patient found the looseness a trouble. Mr. Moloney 
believed that looseness was encouraged by employing 
gastrojejunostomy, which created mild steatorrhoea, and 
discouraged by the use of pyloroplasty. Selective vagotomy 
had been introduced by Burge in the hope that preservation 
of the vagal fibres to the pancreas and bowel would prevent 
loose actions. Present evidence was incomplete, but it 
appeared to date that it might be helpful. In any case 
there appeared to be good sense in cutting only those fibres 
guing to the stomach. 

A Wellington surgeon said that he had been using a 
trinity—vagotomy, antrectomy, and duodenostomy—and 
had been very pleased with the results. But he had at times 
noticed some epigastric distension for six to eight weeks 
after operation. Mr. Mooney said that in some instances 
stomachs were slower to empty and to contract after 
vagotomy, and sometimes needed aspiration for a week ; 
but they usually settled down well. Mr. F. E. WEBSTER 
(Auckland) pointed out that there was a wide variety of 
duodenal ulcers and questioned whether they were all suit- 
able for pyloroplasty or anterectomy. Mr. MOLONEY said 
that with experience nearly all ulcers could be safely excised, 
but if there was a likelihood of danger from the dissection 
it was better to settle for the second best, gastrojejunostomy. 
Mr. W. J. PULLEN (Sydney) asked how one could be sure 
that the vagotomy was complete and if it was necessary to 
use an apparatus to ensure this. Mr. MOLoney said that 
the best way was to cut all strands around the oesophagus 
and to leave it completely bare. This appeared to work, as he 
had had no recurrence to date after vagotomy. The routine 
use of an apparatus did not appear to be popular, but in the 
event of recurrence it could show where the remaining nerve 
fibres might lie. Thorough surgery appeared to be the best 
answer. 


SECTION OF CARDIOTHORACIC SURGERY 
Tuesday, February 7 (Morning) 
Hypothermia Combined with Cardiopulmonary Bypass 
Under the chairmanship of Dr. D. S. Core (Auckland), the 
clinical use of hypothermia combined with cardiopulmonary 
bypass was discussed by Mr. P. H. Gipson and Dr. J. A. 
SimPSON, both of Perth. These workers were not satisfied 
with the results of simple cardiopulmonary bypass for open- 
heart surgery, and had therefore adopted a technique of 
inducing deep hypothermia by means of a heat-exchanger 
combined with a bubble-oxygenator. This technique was 
first used on experimental animals and later on clinical 
subjects. The circulation was arrested completely when 
the pharyngeal temperature fell to 15° C., and the intra- 
cardiac procedure had then been carried out on 14 patients 
aged from 2} to 32 years. Ten patients had atrial septal 
defect with or without associated anomalies. The bypass 
flow-rates varied from 28 to 104 ml./kg./min., and the 
lowest temperature in the pericardium varied from 5° to 
14° C. The longest period of circulatory arrest was 46 
minutes. They all recovered consciousness, though five 
died later. One boy, aged 5 years, died seven weeks after 
operation, having suffered severe cerebral damage during 
operation, though its nature was not elucidated at necropsy. 
Striking retinal changes, including the virtual disappearance 
of the fetinal vessels, were noted during circulatory arrest, 
and in three patients retinal transudation followed by the 
fifth post-operative day. For this reason it was desirable 
to avoid total circulatory arrest except for short periods, 
especially as it was noted that after prolonged arrest the 
oxygen-saturation of the returning venous blood was as low 
as 30-40%. After this experience a low-flow bypass was 


kept going in six later patients, and the duration of circula- 
tory arrest was modified to suit each individual case. One 
patient, aged 62, died, the others recovered. It was felt that 
the combination of pump-oxygenator and heat-exchanger 
had provided a flexible method for doing open-heart surgery. 


Perfusion with a Spinning-disk Oxygenator 


Mr. G. R. StiRLING and Mr. K. N. Morris (Melbourne) 

discussed total body perfusion with a spinning-disk oxy- 
genator. They had used this technique on 100 patients 
subjected to open-heart surgery since March, 1957. They 
aimed to keep blood factors near normal, so far as possible, 
including cardiac output (controlled by the perfusion), 
concentrations of carbon dioxide and oxygen in both arterial 
and venous blood, body temperature, blood volume, and 
venous pressure. Difficulties in achieving this were 
encountered in three groups of patients: the very young, 
the very large, and those with Fallot’s tetralogy—each for 
different reasons. In these groups induction of moderate 
hypothermia was useful, as it allowed a reduced perfusion 
rate without risk of anoxia. The importance of accurate 
control of venous pressure was gradually being realized, 
and methods to ensure this were later incorporated in the 
circuit. Experience also showed that better results were 
obtained if the blood-volume after operation was raised 
above pre-perfusion levels. The operative success depended 
on many factors, including the skill of the surgeons and the 
quality of post-operative care. The importance of making 
the smallest possible incision in the ventricular wall was 
emphasized. Interrupted anoxic arrest of the heart had 
proved less damaging to myocardial function than arrest 
induced by the injection of potassium citrate. Finally, a 
cautionary word was said about the care needed to avoid 
coronary and cerebral air embolism. 
_ In the discussion which followed, Mr. B. G. BARRATT- 
Boyes (Auckland) agreed that deep hypothermia in 
association with cardiopulmonary bypass could be of value 
in selected cases, but in his own experience of 120 opera- 
tions he had nearly always used normo-thermic technique 
with satisfactory results. Mr. G. R. Nicks (Sydney), Mr. 
G. FLAVELL (London), and Dr. D. S. Core (Auckland) also 
raised technical points of importance. 


Tuesday, February 7 (Afternoon) 


Ventricular Septal Defect 


Under the chairmanship of Mr. G. FLAvett (London), 
Mr. G. R. Nicks (Sydney) presented a study of 40 cases of 
ventricular septal defect operated on at the Royal Prince 
Alfred Hospital, Sydney, since December, 1957, under 
cardiopulmonary bypass at normal temperature. The 
patients were aged from 3 to 32 years. There had been 
nine deaths (24%), and mortality was closely related to the 
presence of pulmonary hypertension with high vascular 
resistance and a low shunt. All patients were digitalized 
pre-operatively, and if a nasal swab revealed staphylococci 
surgery was postponed for several months. Serious compli- 
cations in survivors included heart block in two, bleeding 
in four, and septicaemia in one. Recurrence of the defect 
occurred in two. Pulmonary complications were rare 
following bypass with perfusion of the order of 2.2-2.5 litres 
per square metre of body surface and prevention of shock 
by accurate maintenance of the blood volume before and 
after operation. The most satisfactory surgery had been 
practised for high-flow and low-resistance shunts from left 
to right. Pulmonary hypertension, per se, was considered 
of little significance, and, in the presence of a high flow, had 
been indicative of a large defect. The presence of balanced 
arterial pressures between pulmonary and systemic circula- 
tion accompanied by a small flow—indicative of a high 
pulmonary vascular resistance—had been found to carry 
very serious risk at operation. 

The optimum time for closure was from five years and 
upwards. Three patients had had bacterial endocarditis. 
Nine large defects had been closed by patches of woven 
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“teflon ” and the remainder by direct suture. Since the use 
of intermittent aortic- occlusion instead of cardiac arrest 
by potassium citrate, cardiac irregularity and heart-block had 
been very uncommon. In post-operative management, care- 
ful attention to blood volume and the use of intermittent 
positive-pressure respiration in high-risk cases had been 
beneficial. A satisfactory heart beat and blood-pressure had 
been maintained in cases of total heart-block by the use of 
an electronic pace-maker, which was continued until normal 
beat was re-established. 


Complicated Ventricular Septal Defects 

Mr. B. G. Barratt-Boyes (Auckland) next presented a 
paper on anatomically complicated ventricular septal defects. 
The subject, he said, was a vast one, and it was possible in 
the time available to touch only certain aspects of the 
problem. All patients included ‘in the presentation had had 
open-heart repair, using a modified Melrose pump- 
oxygenator. A new normothermic high-flow perfusion had 
been used, and there had been no perfusion deaths. The 
commonest anatomically complicated ventricular septal 
defect was that associated with pulmonary stenosis, either 
valvular or infundibular. The size and position of the 
ventricular septal defect determined whether or not these 
cases were of the Fallot type. In addition to the two groups 
mentioned, there was a third in which there was marked 
hypoplasia of the right ventricle. Less common were those 
ventricular septal defects associated with anomalous origin 
of the great vessels from the base of the heart. They 
included corrected and complete transposition and cases in 
which both great vessels arose from the right ventricle. 
Other miscellaneous cases included the left ventricle to right 
atrial defect, ventricular septal defect associated with aortic 
incompetence, and single ventricle. There had been one 
case of the latter in a 12-year-old girl in whom the ventricle 
was partitioned by a patch of “ teflon” felt. She did well, 
but later catheterization showed a small residual leak. 

Fourteen patients with Fallot’s tetralogy were dealt with, 
their ages ranging from 2 to 25 years. Five of the 14 had 
had previous surgecy, two Blalock operations, and three 
ineffective pulmonary valvotomies. There were four deaths 
among the 14, two of them being in children aged 2 and 
3 years, giving a 66% mortality for the three infants in this 
group. In the 11 cases over 3 years, two died—an 18% 
mortality. In the last 11 there had been only one death, 
this emphasizing the high risk in young children and the 
importance of personal experience in dealing with these 
difficult cases. In no patient was a patch put in the outflow 
tract, and it was felt that this was unnecessary, since post- 
operative catheter studies showed that the residual pressure 
gradient soon disappeared. (Mr. Barratt-Boyes defined 
Fallot’s tetralogy as relating to patients with a significant 
organic pulmonary stenosis at one or more levels, and a large 
ventricular septal defect high under the crista. This resulted 
in equalization of right and left ventricular pressures, so 
that shunting would vary in direction from a large right-to- 
left shunt to a balanced situation, the term “ significant 
pulmonary stenosis ” excluding a large left-to-right shunt.) 

Mr. Barratt-Boyes went on to say that breakdown of the 
directly sutured ventricular septal defect occurred in four 
cases with two deaths, and “ teflon” patches were now used 
in all patients over the age of 10 where the defect was large. 
Complete heart-block had occurred twice, with one death. 
Three cases of corrected transposition with single ventricle 
or ventricular septal defect had been operated upon. The 
latter survived, but in the two single-ventricle patients death 
followed damage to the conducting bundle, and at present 
such cases should be considered inoperable. Differentiation 
was possible from catheter data. Two cyanotic adults with 
tight pulmonary stenosis, hypoplasia of the right ventricle, 
and shunt reversal at atrial level showed no evidence of 
right ventricular hypertrophy despite a high right ventricular 
pressure because of the existing underdevelopment of the 
musculature. Both had had Blalock anastomoses, and both 
gave a history strongly suggestive of angina of effort. The 
first, aged 41, had a small ventricular septal defect and died 


post-operatively, when the whole sinus portion of the 
ventricle was found filled with spongy muscle mesh. The 
other survived. Two other cases which fulfilled all the 
Fallot criteria had large ventricular septal defects, partially 
plugged on the right by an abnormal valve-like structure 
attached to the upper part of the septum by numerous 
chordae. Such cases might be mistaken for pulmonary 
stenosis with intact septum and shunt-reversal at atrial level ; 
or, if the ventricular septal defect was demonstrated by 
catheter, it might be wrongly assumed to be small and 
unimportant. If pulmonary valvotomy was done, a fatal 
outcome might ensue owing to a big left-to-right shunt. 
Even under bypass the defect might be missed. 

Dr. J. B. Row (Auckland) stressed the concern of the 
physician with mortality risks. The immediate risk was now 
acceptable. What of the long-term view? He said that 
the group with a hypoplastic right ventricle comprised a 
significant number of those cyanotic infants who died very 
young. Dr. J. H. Wituiams (Auckland) said that the 
catheter passed into single ventricles was unusually mobile, 
and on withdrawal from the aorta fell towards the left 
ventricular border. If a 95% oxygen-saturation was obtained 
when the catheter was horizontal, single ventricle should be 
suspected. Mr. R. V. J. Winpsor (Auckland) described his 
experience of 30 cases of straightforward ventricular septal 
defect. There had been three deaths (10%). In 18 with 
high flows and normal pulmonary vascular resistance there 
were no deaths ; all the deaths occurred in the 12 patients 
with increased pulmonary vascular resistance—a mortality of 
25%. There had been two recurrences, one of which was 
satisfactorily repaired ; and one patient had persistent com- 
plete heart-block after one year. Mr. G. R. STIRLING 
(Melbourne) said that patients with ventricular septal defect 
and pulmonary vascular resistance of 10 units or more had 
a 40% mortality, but he had two patients who had progressed 
in spite of pulmonary hypertension. The quality of the 
results, however, and the high mortality did not justify 
surgery in high-resistance cases. 


Repeat Mitral Valvotomy 


With Mr. R. Nicks (Sydney) in the chair, Sir DouGLas 
Ross (Auckland) presented a report of a series of 244 cases 
of mitral valvotomy and reviewed 31 in which re-operation 
had proved necessary (12.7%); nine were in men and 21 in 
women. The average time between operations had been 4 
to 6 years. Of these nine had been dealt with from above 
by valvulotomes, 20 by transventricular dilators, one from 
a right-sided approach, and two using extracorporeal circu- 
lation. Of the 31, four remained inadequate, but the rest 
were good. There had been a hospital mortality of five 
(16%), and clinical results in the 26 survivors were good in 
all but one. He was very doubtful about the value of trans- 
atrial valvulotomes and of the efficacy of snaring the carotids 
in patients liable to emboli. The transventricular valvulo- 
tome afforded the best means of securing really efficient 
valvotomy, and he believed that inadequate opening of the 
valve rather than re-adherence was the chief factor in cases 
requiring re-operation. In the future it might well be that 
extracorporeal circulation would be indicated for difficult 
cases, especially those in which significant degrees of mitral 
incompetence existed. 

Mr. G. FLAVELL (London) said that his experience closely 
paralleled that of Sir Douglas. He did not believe in 
re-adherence except where there was evidence of active 
rheumatism, and now found himself re-operating upon a 
steady trickle of cases which he had done inadequately five 
or more years previously. For several years he had now 
employed the transventricular method of Logan in all cases 
which did not yield readily and completely to digital splitting. 
This was over 80%. It was striking that the diastolic 
murmur was often completely abolished by this means. The 
persistence of a significant diastolic murmur meant an 
inadequately divided commissure. Mr. B. G. BARRATT- 
Boyes (Auckland) was cautious about the use of dilators, 
which he thought increased the risk of mitral incompetence ; 
and mitral incompetence was a progressive disease. In 
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difficult cases he tried to break down the posterior commis- 
sure beyond the critical point and then found that the whole 
commissure could be divided. Mr. G. Nicks (Sydney) said 
that of his first 50 cases there had been recurrence in 25%. 
A good valvotomy remained good after five years, but those 
which were less successful showed a high proportion of 
recurrence. He employed the dilator blade transversely in 
the valve, believing this less likely to cause rupture of the 
cusp. 


SECTIONS OF OBSTETRICS AND GYNAECOLOGY 
AND PAEDIATRICS 


Tuesday, February 7 
Physiological Readjustment of the Newborn 


Dr. L. STANLEY James (New York), in a paper on the 
physiological readjustment of the newborn, said that at 
delivery the infant was by adult standards grossly anoxic. 
The range of oxygen values observed, the relationship of 
those values to pH and carbon-dioxide tension, and the 
pattern of recovery over the first hours all suggested that 
there had been some interference with exchange of oxygen 
and carbon dioxide between mother and foetus during the 
final stages of delivery. Infants who were more asphyxiated 
at birth were more acidotic and showed a slower rate of 
recovery than was observed in vigorous infants. 

The transverse diameter of the heart was greater in the 
asphyxiated group, and became smaller over the first five 
days of life. The enlarged cardiac silhouette had been 
shown to be associated with regurgitation through the mitral 
valve in some instances and with an abnormal left-to-right 
shunt through the foramen ovale in others. 

Professor H. McK. Carey (Auckland) announced that a 
survey had been in progress at the National Women’s 
Hospital, Auckland, using the Apgar scale described by 
Dr. James to assess the effect of anaesthetics and analgesics 
on the degree of anoxia produced during birth. 

Dr. H. A. Brant (Auckland) said he had prepared a series 
of 120 women for delivery by explanation and physical 
training, and he compared the results with data from a 
series of control women not specially prepared. The 
amount of analgesic and anaesthetic administered to the 
prepared group was less in both the first and second stage 
of labour, and the time taken by the foetus to negotiate 
the pelvic floor was less in the treated group. The infants 
at one minute rated higher on the Apgar scale in the treated 
group, and in 89% of these respiration was established at 
the end of one minute compared with only 4% in the control 
series. 

Dr. A. W. Licey (Auckland) showed a graph which 
indicated that all analgesics and anaesthetics in the usual 
dose employed during labour affected adversely the mean 
time taken for the establishment of respiration. 

In reply to a question from Dr. J. D. MATTHEWS 
(Auckland), Dr. James described the method of closed- 
chest cardiac massage which had been shown to be effective 
in newborn infants. This consisted of exerting pressure 
with two fingers over the fourth intercostal space, just to 
the left of the sternal edge, pressing in toward the vertebral 
column at the rate of 60 per minute. 


SECTION OF DERMATOLOGY 
Tuesday, February 7 
New Trends in Dermatology 


With Dr. F. S. Arrey (Christchurch) in the chair, Dr. H. J. 
WALLACE (London), the president of the Section, read a 
paper on new trends in dermatology. He pointed out that, 
although dermatology had shared fully in the scientific 
advances characteristic of all branches of medicine in the 
past 20 to 30 years, the most important trend had been the 
enhancement of the specialty’s status. At present, the 
increased interest in dermatology was at the postgraduate 


level, and it was debatable how much should be taught to 
undergraduates. He warned that with the increasing lip 
service being paid to basic research this period of training 
in a clinical dermatologist’s life might become a sterile 
fetish.. There was a danger that clinical standards would 
be lowered if too much time were spent in the laboratory. 
There was still a place for clinical research, better termed 
the study of the natural history of disease, and for co- 
operation with the basic scientists, physiologists, and 
biochemists. It was claimed by some that the ordinary 
clinical and histological observations were unlikely to yield 
much of value, but the association between malignant disease 
and dermatomyositis had only recently been confirmed. A 
study of the variability of the normal was also important. 
Dr. Wallace made a plea for the establishment of more 
whole-time posts for those with special talents for research. 
At present such opportunities were mainly in America. 


Bullous Eruptions 


Dr. I. B. SNEDDON (Sheffield), in a paper on bullous 
eruptions, described how the study of the histology of 
blisters had aided the recognition of clinical syndromes. 
Pemphigoid or parapemphigus, which was a disease of the 
elderly and therefore had increased in incidence in England, 
could also be recognized by its clinical features. Often the 
blistering eruption remained localized to one part of the 
body before it spread rapidly to involve the whole. Confir- 
mation of the diagnosis could be obtained by the biopsy of 
an early blister, which would be found to be subepidermal. 
Dr. Sneddon also drew attention to another disease of the 
aged, benign mucous membrane pemphigus, which ulti- 
mately involved the eyes and thus had been known as ocular 
pemphigus. This disease might not be so uncommon as it 
appeared to be, for cases could present to the dentist, 
gynaecologist, or laryngologist, depending on the site of the 
mucous membrane affected first. He had studied 17 cases, 
in only three of which the patient had become blind. 

Dr. Sneddon reviewed the features of subcorneal pustular 
dermatosis, another rare and benign blistering disease. This 
was a recurrent vesicopustular eruption of middle age in 
which the lesions resembled impetigo but in which no 
organism had been discovered. The histology differed from 
dermatitis herpetiformis and pemphigus, as the blisters were 
invariably subcorneal in position. 


Industrial Dermatoses 


Dr. ADRIAN JOHNSON (Sydney), in a paper on industrial 
dermatoses, stated that the differences in legal definition of 
Occupational dermatoses varied so much over the world 
that comparative figures of incidence were not profitable. 
He reviewed 3,000 cases ‘of skin disease referred as possible 
examples of industrial dermatoses over a period of 17 years. 
Colour transparencies taken of each case in the last nine 
years were found helpful in the review. Contact derma- 
titis was common in females who were nurses, cleaners, and 
““wet workers,” and in males engaged in the chemical, 
plastics, and building industries. Paronychia affected women 
more than men, and this fact supported the theory that 
manicuring played a significant part in causation. In order 
to discover the relapse rate of industrial dermatitis, 114 
patients seen in 1956 were reviewed in 1960. Recurrence 
was unusual in contact dermatitis but very common in non- 
contact eczema aggravated by industrial conditions. A 
change of occupation did not necessarily prevent a 
recurrence. The view that all parts of the skin in contact 
with a sensitizer should be affected was questioned and a 
case of stocking dermatitis was described which affected 
only the thigh and the top of the foot. Patch tests were an 
ancillary aid to diagnosis and no more, since in industrial 
dermatitis so many other factors played a part. Of these, 
psychogenic factors were well recognized. Early diagnosis 
and the correction of misconceptions were of importance in 
the prevention of resentment, which might prolong disability. 
Equally important was early and correct treatment. 

Dr. H. Brack (Auckland) stressed the difficulty in 
assessing the period of incapacity due to industrial 
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aggravation in cases of atopic eczema. Dr. A. BETTY 
FISCHMANN (Auckland) suggested that the areas under the 
greatest friction might explain the unusual distribution of 
the eruption in contact dermatitis to stockings. 


Skin Manifestations in Systemic Disease 


Dr. I. B. SNEDDON (Sheffield) illustrated by slides a series 
of cases which demonstrated the value of examination of 
the skin in the diagnosis of systemic disorders. He reviewed 
the diseases which could be associated with the toxic 
erythemata and reported on the changes in aetiology of 
erythema nodosum. Attention was drawn to the difficulty 
presented by generalized pruritus in the adult, which could 
indicate an underlying reticulosis or carcinoma. It might, 
however, occur with severe iron-deficiency anaemia. Other 
eruptions which could act as markers for internal neoplasms 
were fixed erythema, exfoliative dermatitis, gyrate erythema, 
and dermatomyositis. There was often difficulty in 
differentiating acanthosis nigricans from pseudo-acanthosis 
nigricans. Dr. Sneddon described a new variant of 
acanthosis nigricans which resembled a crop of seborrhoeic 
warts and which he had seen on two occasions in association 
with carcinoma of the stomach. He also reported a chilblain- 
like eruption on the hands which occurred early in leuk- 
aemia and before there were changes in the peripheral 
blood. Metabolic disorders such as porphyria and amyloid 
disease could on occasion be diagnosed by their skin 
manifestations. 

Dr. P.- B. Fox (Auckland) reported that he had seen 
severe erythema multiforme (Stevens-Johnson syndrome) 
with the long-acting sulphonamide drugs. 

Dr. H. C. W. STRINGER (Dunedin) felt that some of the 
associations between skin and mucous membrane lesions 
and carcinoma were due to chronic irritation of the organ, 
and cited lichen planus and an ectodermal defect in associa- 
tion with carcinoma of the oesophagus. Dr. R. G. PARK 
(Wellington) and Dr. R. D. Sweet (Plymouth) had both 
observed generalized pruritus in cases of iron-deficiency 
anaemia which was quickly relieved by the administration 
of iron and before an appreciable rise in haemoglobin 
value. 

Dr. F. BAUER (Melbourne) had seen an extensive gyrate 
erythema antedate a carcinoma by some years and clear 
when the carcinoma appeared. Dr. I. O. STAHLE 
(Melbourne) inquired whether pseudo-acanthosis nigricans 
even involved the mucous membranes. Dr. SNEDDON in 
reply considered this an important differentiation, since it 
did not. 

Anomalies of Oral Mucosa 


Dr. I. B. Sneddon (Sheffield) also illustrated the common 
anomalies of oral mucosa. Some, such as Fordyce spots, 
were developmental anomalies; others, like geographical 
and black hairy tongue, were acquired, yet harmless. 
Hypertrophies of the mucosa could arise from trauma during 
pregnancy and as a result of drugs. The differential diagnosis 
of white thickening of the oral mucosa was a different 
problem, but common causes were smoking, lichen planus, 
and naevoid changes. Sore mouth from dentures was not 
an allergic disorder but was due to ill-fitting dentures and 
often associated with angular cheilitis. Dr. Sneddon con- 
cluded with an account of an investigation into the causation 
of aphthous ulceration which had exploded some older 
theories but had failéd to find a solution. 

Dr. R. D. Sweet (Plymouth) described a patient with 
black hairy tongue in whom the pH of the mouth was 6. 
A trial of alkaline trochets had cleared the black hairy 
tongue, which recurred when they were discontinued. Since 
then he had used the alkaline trochets in two other cases 
with partial success. 

Dr. M. J. Purpy (Hamilton) agreed that cracking at the 
angles of the mouth was often a result of ill-fitting dentures, 
and improvement resulted if these were reconstructed with 
a widening of the bite. Dr. A. JoHNson (Sydney) asked 
whether psoriasis affected the oral mucosa. Dr. D. R. 
TipPInc (Wellington) had also seen a number of cases of 


denture stomatitis and was glad to hear that he had been 
treating them on the right lines. He had also noticed the 
frequency in New Zealand of solar-induced herpes simplex 
of the lip. Dr. R. G. Park (Wellington) agreed with Dr. 
Tipping and had seen cases of severe herpes simplex in 
skiers exposed to strong sunlight. Replying to Dr. Johnson, 
Dr. SNEDDON said*that he had never seen psoriasis extend 
into the mouth from the red margin of the lip. 


COMBINED SECTIONS OF NEUROLOGY AND 
NEUROSURGERY AND ORTHOPAEDICS 


Tuesday, February 7 
Pain in the Neck and Arm 


With Mr. H. JACKSON BurRows (London) in the chair, Mr. 
J. E. A. O'CONNELL (London) discussed cervical and 
brachial pain secondary to lesions of the cervical inter- 
vertebral joints in the light of a review of a surgically treated 
group of patients. He stressed the importance of an 
accurate nomenclature and indicated the four different types 
of cervical intervertebral joint lesions which might be 
associated with brachial pain. Having outlined the differen- 
tiation of these lesions on the basis of the patient’s age, the 
distribution of pain, the presence or absence of involvement 
of the spinal cord, and the radiological findings, he described 
the abnormal signs present in the two groups of patients 
showing no cord involvement and discussed the operative 
treatment and its results in these groups. He said that, since 
disk protrusions were often spontaneously healing lesions, 
surgical treatment for pain, which was the outstanding 
symptom, should be instituted only when that pain persisted. 
On the basis of this an explanation was suggested for the 
fact that in contrast to lateral lumbar disk protrusions 
surgery was only infrequently necessary in the treatment of 
lateral cervical ones. 

Mr. DonaLD McKenzie (Auckland) stressed the fact that 
on occasions the pain from cervical disk prolapse was so 
acute that the patient had suicidal tendencies. He preferred 
to use local anaesthesia because of easy localization, and in 


‘addition to removing the prolapsed disk he preferred to 


divide the dorsal root. One such division did not give 
hypo-aesthesia because of the overlap. Mr. O'CONNELL 
agreed that pain in such conditions varied considerably, but 
also stressed that the indications for operation in such cases 
were rare. 

Dr. G. A. WALL (Blenheim, New Zealand) asked what 
methods of conservative treatment were used before resort 
to operation. Mr. O’CoNNELL replied that rest was the first 
line, and that if the patient responded quickly, he then 
employed exercises to re-educate the cervical muscles. He 
was generally against braces and collars, which were often 
a cause of mental depression and general embarrassment. If 
there were any cord signs then mobilization was contra- 
indicated. 

Mr. I. DouGLas MILLER (Sydney) said the condition was 
common in Ausralia, and he thought operative intervention 
was resorted to more often. A cervical collar was not the 
only depressing aspect of this condition, for patients often 
saw their x-ray films marked with red arrows by the 
radiologist and reports: mentioning gross osteoarthritic 
conditions. Mr. O’CONNELL agreed that radiologists should 
not mark films, and that much unnecessary trouble was 
caused by such reports. 

Mr. MILLER also asked Mr. O’CONNELL what he felt about 
traction as a method of treatment, using the whole body 
weight against the neck. The answer was that in Mr. 
O’Connell’s experience he found this often made the 
symptoms worse ; and in any event he did not believe that a 
disk prolapse could ever be reduced by this method. 

Dr. E. C. Brewis (Hamilton, New Zealand) asked what 
place, if any, manipulation had in treatment of these lesions. 
Mr. O'CONNELL replied that he felt that a good guide was 
the line of treatment which the surgeon himself would 
choose if a victim. He would not like to risk having a 
manipulation in the presence of a lateral protrusion, and had 
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actually seen a quadriplegia develop from such a lesion by 
manipulation. He felt that the surgeon should take much 
time and trouble to explain the lesion thoroughly to the 
patient, and to point out that it was likely to subside with 
rest and so relieve his apprehension. 


Local Conditions as a Cause of Pain in the Arm 


Mr. J. KENNEDY ELLiotr (Wellington, New Zealand) 
discussed pain in the neck and arm due to local conditions 
in the shoulder region and the neck. He said that clinical 
views on the subject 20 years previously had been vague. 
In most cases now a concise, exact diagnosis could be given. 
Cervical spondylosis was a very common condition, with 
little correlation between the radiological and clinical 
pictures. Spontaneous regression of symptoms usually 
occurred. The scalene syndrome and cervical rib were 
much more unusual causes of pain in the arm than had been 
hitherto believed. One had to consider the role of the 
clavicle in producing pressure on the brachial plexus in non- 
union of a fracture, excessive callus formation, and in the 
costoclavicular syndrome. Mr. Elliott also referred to the 
pain and paresis of the arm which could follow long and 
continued wearing of a shoulder brace to support an 
artificial limb. 

Dr. B. H. YounG (Hamilton, New Zealand), bearing in 
mind Mr. Elliott’s observation that a number of the cervical 
conditions were caused by the adoption of the erect posture 
in the human, said that a veterinary colleague had told him 
that cervical spondylosis in dogs was very common. Mr. 
JACKSON BuRROwS (London) added that he understood that 
the dachshund was also prone to this lesion, and he could 
not think of a less erect animal. Mr. KENNEDY ELLIOTT 
replied by inquiring how one knew when a dog had a pain 
in the arm: 

Scalenus Syndrome 


Mr. Donacp McKenzie (Auckland) discussed pain due 
to the scalenus syndrome, describing the condition in the 
light of a series of 170 cases studied since 1945, 

Mr. DouGLas MILLER (Sydney) said that he preferred not 
to call this the scalene syndrome, but to call it the sort of 
condition which would respond to division of the scalene 
muscle. He preferred to narrow down the field and regard 
such disorders as acroparaesthesia as suitable conditions 
provided they were not caused by median neuritis (from 
carpal tunnel compression). He said that there was an 
extensive field here for conservative treatment prior to 
operation. Mr. McCKEeNzie agreed that conservative treat- 
ment was always carried out by means of rest in a sling 
and sedation, and repeated if the condition recurred ; only 
then, if relief was not obtained, was operation advised. 

Mr. DicksON WriGHT (London) said that he had never 
seen the curved fingers associated with the symptoms 
and signs of vascular compression straighten after operation 
as Mr. McKenzie had shown in one case. He believed 
in the syndrome, but advised a very thorough exposure of 
all the components before dividing any tissue. Mr. 
McKenzie agreed that that was sound, but stressed that 
one must dissect the sheath completely from the artery to 
eliminate the effect of the “ hiving ” fibres from the scalenus 
anticus inserted into the arterial sheath. 


Median Neuritis 


Mr. J. S. BATCHELOR (London) discussed median neuritis 
from carpal tunnel compression, and the rotator cuff 
syndrome together with unusual causes of pain in the upper 
arm. He said that the differential diagnosis between a root 
pain arising in the cervical spine and pain arising in the arm 
itself might sometimes be extremely difficult. The conditions 
in the arm which commonly produced difficulty in diagnosis 
were: (1) supraspinatus tendinitis, (2) extensor tendinitis (so- 
called tennis elbow), (3) tendo-vaginitis of the sheath of the 
short extensor and long abductor of the thumb where they 
crossed the styloid process of the radius, (4) median nerve 
compression. 


(Continued at foot of next column) 


To-day’s Drugs 


With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Diethylpropion 
“Tenuate ” (Merrell-National). 
Chemistry.—Diethylpropion is 1-phenyl-2-diethylamino- 
propanone-|-hydrochloride, and the structural formula is 


as follows: 
CoHs 
| \conts 
° CH3 


Pharmacology.—The drug reduces the spontaneous food 
intake of rats fed ad libitum and after three days’ starvation. 


’ Motility studies show that it has little or no stimulating 


effect on the central nervous system of mice and it has no 
appreciable circulatory, cardiac, or respiratory effects in 
dogs or cats ; this contrasts with the positive effects elicited 
by comparable anorectic doses of amphetamine in control 
observations. Diethylpropion has no _ anticholinergic 
activity. The precise mode of its anorexigenic action has 
not been elucidated. 


Therapy.—Clinical trials have shown that diethylpropion, | 


25 mg. (1 tablet) three to four times daily, helps obese 
patients to lose weight, presumably owing to reduction of 
food intake. The amount of weight lost is, however, dis- 
appointingly small and about the same as that caused by 
the amphetamines and phenmetrazine. The anorexigenic 
effect, like that of these other drugs, lasts for only the first 
four to ten weeks of treatment in most patients. 

Apart from its expense, diethylpropion appears to be a 
suitable drug for short-term use as an adjunct to the dietary 
treatment of obese patients who have proved resistant to 
conventional dietary instruction. 

Side-effects—No evidence of central excitation has been 
reported, but the drug may cause dryness of the mouth. 

N.H.S. Basic Price-—100 tabs., 17s. 8d. 


(Continued from preceding column) 


The pain in all those lesions tended to radiate, particularly 
in median nerve compression, where it might spread up the 
arm to the shoulder and neck. The correct diagnosis 
depended upon careful’ evaluation of the history and 
physical signs. 

Mr. W. A. J. Pike (Auckland) thought that conservative 
treatment of carpal tunnel compression in women aged 
about 40 was always worth while, because it was so 
often associated with salt and fluid retention, with the 
result that a number of the patients also went on to have 
de Quervain’s syndrome and rotator cuff syndromes at a 
later date. The treatment he recommended was rest by 
night splints in the neutral position, a small dosage of 
prednisone, and a diuretic for three to four weeks. The 
relief of pain was often permanent, and surgery was not 
required. Mr. BATCHELOR agreed that a number did respond, 
but also a number relapsed and surgery was often the surest 
and safest way to relieve the patient’s symptoms. In 
pregnancy, of course, the symptoms subsided shortly after 
delivery. 

Mr. Dickson Wricut (London) preferred the transverse 
incision in operations for carpal tunnel decompression. He 
had no time for conservative treatments, for he thought that 
operative treatment in such cases was a minor measure and 
gave the quickest and most certain relief. He also said that 
frequently the condition was occupational, and instanced the 
retired surgeon starting to milk cows. Mr. BATCHELOR replied 
that he found the transverse incision more difficult because 
of the extent to which the carpal ligament extended distally. 
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Correspondence 


Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


British Teachers for Overseas Medical Schools 

S1R,—Many of us in this country and in the Common- 
wealth have long deplored the difficulty there is in 
recruiting teachers for medical schools—and indeed in 
other faculties than medicine—in the universities of our 
former colonies, particularly those in Africa, potential 
British applicants being deterred by the apparent 
insecurity of the contracts offered by these universities 
and by the difficulty of finding an appropriate rung on 
the academic ladder at home after service abroad. 
Sir Douglas Robb’s statesmanlike presidential address 
(February 11, p. 375) indicates well how Common- 
wealth countries could combine in providing aid for 
developing countries. 

Recent visits to Africa have convinced me of the 
tremendous dangers to which British influence in Africa 
is consequently exposed. Liberal, generous, and valuable 
American influences are now moving in, and Russian 
influences can be expected to follow. 

As Sir.Douglas Robb says, a number of our medical 
schools arrange secondments to and from Britain (the 
Postgraduate School also shares in this kind of activity 
with the other medical schools he mentions), but only 
a tiny part of the field has been touched. The present 
time offers an opportunity for great extension of this 
kind of help. 

In August next year the quinquennial budgets of 
British universities, already prepared, will come into 
operation. These make provision for a very large 
number of new established posts on the university staffs 
of United Kingdom universities. If, without delay, 
some of these vacancies were advertised jointly by a 
British and an African or other university abroad, it 
could be made a condition of appointment that a 
successful candidate would spend his first five years or 
so seconded abroad, and paid by the university to which 
he or she would be seconded. A suitable mechanism 
for advertising posts of this kind, and for establishing 
joint selection committees, already exists in the Inter- 
University Council. 

This quinquennial period would be immensely 
valuable in bridging the gap between British university 
staff and the African university staff which must 
inevitably succeed them in African universities. There 
would be no cost to Britain in filling established African 
posts in this way. Even more could be done with the 
opportunity which this present time affords. Joint 
apvointments of this kind would solve at least the staffing 
difficulties which prevent the more rapid expansion of 
the University of East Africa by new faculties, especially 
medicine, in Kenya and in Tanganyika. The building 
of new departments would be a less serious difficulty 
than staffing. 

In extending their university facilities, of course, 
our former African colonies would require financial 
assistance, but a few million pounds spent now would 
permit British money and British minds to make a 
final dazzling contribution to the new world whose 
foundations that kind of money and those kinds of 
minds laid in the days of Empire. If the expense 
of assisting new universities in younger countries was 
shared by all the more highly developed countries of 


the Commonwealth, the cost to each would really be 
quite minute when considered in terms of total budgets. 
It would be a pity to see British influence cease and 
other influences replace British when independence 
comes. I believe that the most effective way of 
maintaining the British association with the independent 
African states will be by a very rapid extension of 
facilities for higher education planned on a British 
pattern. Co-operation by the Commonwealth as a 
whole would make practicable a quite ambitious 
programme capable of rapid implementation. This 
present opportunity will rapidly pass.—I am, etc., 
IAN AIRD. 


Postgraduate Medical School, 
London W.12. 


Deficit of Doctors 

Sir,--Dr. J. R. Seale’s letter (January 21, p. 203) 
reminds us again of the shortage of doctors in this 
country. Insufficient notice has been taken of Lafitte 
and Squire’s prediction last year' of Britain’s impending 
deficit of doctors. So far as the hospital service is 
concerned this shortage is already with us. For years 
many hospitals have been unable to fill all their junior 
posts. This large hospital, on the outskirts of London, 
is no exception. Like others we should be in real 
difficulty were it not for the number of foreign doctors 
who want to come to this country for postgraduate 
work. 

Although these doctors are welcomed it is unsatis- 
factory that hospitals should rely on foreign doctors, 
to the extent they do, for their medical staffing. During 
the three years 1958-60 there were 188 vacancies for 
junior medical posts at this hospital, and we appointed 
130 Commonwealth or foreign doctors during this time. 
Thus during this period two-thirds of our junior doctors 
came from outside this country. We are, of course, 
delighted to have these young men and women with 
us. They are keen and hard-working, and we like to 
think that their knowledge and experience are enlarged 
while they are here. 

The facts suggest that it is time the medical schools 
increased their intake of students.—I am, etc., 

REFERENCE 
Lafitte, F., and Squire, J. R., Lancet, 1960, 2, 538. 


Oral Treatment of Diabetes 


Sir,—Dr. Wilfrid G. Oakley (February 4, p. 357) takes 
strong exception to the view expressed in your leading 
article (January 21, p. 188) that vascular, retinal, and 
renal complications of diabetes mellitus “occur in 
patients with diabetes due to pancreatitis or haemo- 
chromatosis.” In support of his views your leader 
writer makes reference to a paper' which I have 
subsequently read with interest ; my own clinical experi- 
ence is in conformity with the conclusions expressed. 
The authors review the occurrence and aetiological 
significance of complications in pancreatic diabetes and 
report their histological findings in the kidneys of 52 
haemochromatotic patients who came to necropsy. In 
the 30 who had not developed diabetes no diabetic 
nephropathy was, of course, discovered, nor in the 13 
in whom diabetes had only occurred within three years 
of death. In contrast, however, definite lesions of 
diabetic nephropathy were present in seven of the nine 
patients who were known to have had diabetes for four 
or more years preceding death. 
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The incidence of nephropathy greatly increases with 
the duration of diabetes, and the frequency with which 
this lesion was discovered in the haemochromatotic 
diabetics reported by Becker and Miller is certainly not 
less than might have been expected had the diabetes 
been of the “idiopathic” type. Dr. Oakley’s view that 
diabetic complications in pancreatic and haemochro- 
matotic diabetes are of “very rare occurrence” and 
“ quite exceptional in these conditions” may therefore 
be unjustifiable. Moreover, its validity cannot be sub- 
stantiated by virtue of his statement that it is “‘ generally 
accepted,” since what is “ generally accepted” to-day 
may be shown to be fallacious to-morrow.—I am, etc., 

Edinburgh 3, Derrick DUNLOP. 

REFERENCE 
* Becker, D., and Miller, M., New Engl. J. Med., 1960, 263, 367. 


Television in Medical Education 


Sir,—I applaud your timely leading article on “ Tele- 
vision in Medical Education” (February 4, p. 345). As 
you say, much has occurred in the last few years to 
indicate manifold ways in which television methods 
might be applied to different aspects of medical 
instruction. At first sight, the suggestion that those 
actively concerned should be brought together in dis- 
cussion seems excellent. Nevertheless I feel obliged to 
disagree. To justify this a brief résumé of television 
activities in my own medical centre is necessary. 

As long ago as 1949 the first television apparatus 
specifically designed for the task (E.M.I. black and 
white) was tried out but at surgical operations. In 1952 
the first demonstration of dental applications of tele- 
vision technique took place at our dental school (Pye 
sequential colour television apparatus). Throughout 
most of 1957 a group were able to carry out-extensive 
trials with Marconi colour television apparatus. These 
culminated in a two-hour demonstration of what could 
be done by fourteen different departments of our school, 
staged at Alexandra Palace and transferred by landline 
to a large private audience in London. Since then we 
have kept in touch with the major manufacturers and 
the experience of others. Apparatus is advancing 
rapidly ; we have already investigated many of the uses 
to which it could be put. That technical satisfaction 
can be achieved is in many applications certain. 
Whether these are effective or valuable in medical 
education cannot be further tested without full field 
trials. Only thus can a dispassionately critical assessment 
of television in medical teaching be made, and it would 
need to be made with the full co-operation of profes- 
sional educationists. Moreover, only will 
educators be able to appreciate the best uses of 
equipment and manufacturers adapt their prototypes 
accordingly. 

At present medical education is merely dithering on 
the brink. The plunge must be taken one day, as others 
already in the swim have shown. Inconclusive dabblings 
will prove nothing except expensive. The cost of one 
well-planned, adequate pilot experiment at this juncture 
would be at the most pessimistic an ‘insurance against 
further waste of time and effort. Its value will be 
directly proportional to its adequacy, and hence as an 
experiment it will be relatively costly. 

For these reasons I must differ in this one point from 
your otherwise inspiring leader. I also scent the wind 
of change in these matters; but let us have no more 
windy discussion. What is needed is a “ windfall,” the 
means to get down to the task itself. Therefore, while 


I applaud your leader writer’s advocacy, I pray it will 
be applied even more persuasively to loosen the purse- 
strings—to prove or disprove by actual experiment the 
value of visual communications throughout the wide 
area of medical teaching.—I am, etc., 


Anatomy Department, ROGER WARWICK. 
Guy’s Hospital Medical School, 
London S.E.1. 


Sir,—Your leading article on television in medical 
education (February 4, p. 345) mentions the use of 
closed-circuit demonstrations of interviewing techniques, 
case presentations, and other clinical activities such as 
the progress of psychotherapy, in the teaching of 
psychiatry in some medical schools in the U.S.A. 

A recent experimental demonstration of this kind was 
in fact undertaken by the departments of psychological 
medicine and child psychiatry of Guy’s Hospital, in 
collaboration with the Colour Television Unit of Messrs. 
Smith Kline and French Laboratories Limited, on the 
afternoons of December 12, 13, and 14, to an invited 
medical audience in the Edward Lumley Hall of the 
Royal College of Surgeons. The object of this pre- 
liminary exercise was necessarily primarily to learn, and 
certainly we learned a great deal. 

The programme included interviews with patients 
suffering from obsessive compulsive disorders, hysterical 
syndromes, and dementia, together with some demon- 
strations of techniques in treatment and their results ; 
psychotherapeutic interviews with severely disturbed 
children, the practical differential diagnosis and treat- 
ment of acute withdrawal in young children, and some 
of the contributions of psychiatry to paediatrics and to 
general medicine and surgery were also illustrated. 
There can be no doubt whatever about the potential 
value of this medium in clinical teaching, and its pro- 
vision and development in undergraduate and post- 
graduate medical schools would certainly justify the 
inevitable cost. Subject to the availability of technical 
facilities the extension of this experiment and the further 
exploration of teaching possibilities could add a new 
dimension to medical education in this country.— 


We are, etc., D. STAFFORD-CLARK. 
Yous J. J. FLEMINGER. 
uy’s Hospital, 
London S.E.1. G. F. VAUGHAN. 


Sir,—Your leading article (February 4, p. 345) is a 
timely reminder that closed-circuit television should not 
be ignored indefinitely by teachers of medicine. It may 
be of interest to note that Guy’s Hospital and Medical 
School have not been inactive in this respect.? 

Even in its simplest form television is by no means 
inexpensive, and it already carries the stigma of being 
a medium for mass entertainment. The piecemeal 
acquisition of untested equipment by a number of 
medical centres is likely to yield inconclusive results, 
based on opinion rather than fact, at the expenditure 
of a great deal of money. It is therefore highly desirable 
that a series of critical investigations be conducted on a 
well-planned experimental basis by a single centre which 
can test the possible applications of television in a wide 
variety of teaching situations both at undergraduate and 
postgraduate level. The results of such experiments 
would be equally applicable at other universities —I am, 
etc., 

of Medical Illustration, 


uy’s Hospital. 
London S.E.1. 


REFERENCE 
» Engel, C. E., and Warwick, R., Nature (Lond.), 1958, 181, 91. 


C. E. ENGEL. 
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Sir,—Your leading article (February 4, p. 345) 
certainly touches on some of the potentialities of tele- 
vision in medicine, but suggests that we in this country 
are insufficiently aware of such developments. I thought 
you might be interested to know that this topic featured 
largely in the proceedings of the First International 
Congress on Medical Photography and Cinematography 
last year. It has also been the subject of a full-scale 
lecture-demonstration presented to the Medical Group 
of the Royal Photographic Society this season, and other 
meetings are planned.—I am, etc., 

PETER HANSELL, 


Chairman, 
London S.W.7. Medical Group, Royal Photographic Society. 


Clostridium welchii and Food-poisoning 


Sir,—In recent years attention has been directed to 
heat-resistant strains of Cl. welchii as a cause of food- 
poisoning, and isolations are reported weekly in the 
bulletin of the Public Health Laboratory Service. 
Having found such organisms fairly frequently in the 
stools of hospital patients, we studied the incidence in 
patients on admission without bowel symptoms. The 
results for 500 patients are shown in the Table. 


Faecal Carrier-rate for Heat-resistant Clostridium welchii 


Male Female 

Category No. % No. % 
New admissions ... 19 14.5 
Routine after admission ... 44 32.5 52 30 


Analysis of the figures shows that the number of 
positive isolates from new admissions is greater in males 
than in females, and that after some stay in hospital 
the number increases more in females than in males, so 
that the initial sex difference disappears. These figures 
may be of value to those investigating outbreaks of 
diarrhoea in hospital. Unless the isolation rate of heat- 
resistant Cl. welchii is very much higher than 30%, 
their aetiological role may be of some doubt if heat- 
resistance alone is used to differentiate those associated 
with food-poisoning. We surmise that the higher 
carrier-rate in males admitted to hospitals may be due 
to the greater frequency of communal feeding in males. 


R. L. ‘LEEMING. 


J. D. Pryce. 


The General Hospital, M. J. MEYNELL. 


Birmingham 4. 


Medicine in North America 


Sir,—Regarding Dr. H. J. Cronhelm’s article (January 
21, p. 194) on “General Practice in Canada and the 
U.S.A.,” while excellent as a description of the system 
as developed in the United States, the article is, I think, 
not critical enough of the shortcomings and weaknesses 
of the arrangement. My own experience of ten months 
in a provincial hospital of high standard on the Eastern 
seaboard convinced me that, whilst in Britain a hospital 
is synonymous with expert care, this is by no means the 
case in the U.S.A. A reasonable hospital may enforce 
what they consider to be reasonable standards, but in 
the great majority of cases these fall far short of the 
standard set by National Health Service consultants 
and registrars. No number of conferences, lectures, and 
round-table conferences can improve mediocrity, and 
med‘ocrity of hospital services is to my mind one of the 
greatest problems confronting the profession in 
America. A wise, extremely able, and humbly famous 
internist now in his seventies put the matter succinctly 


when he remarked to me that “‘ Nowadays the definition 
of a cardiologist is a doctor who has bought an E.C.G. 
machine.” 

It was in my experience only too common for a G.P. 
whose chief attributes were a likable manner and a 
large income to cheerfully admit ‘and treat cases quite 
outside his competence. A few occasionally called in a 
consultant, many did not. It is true, of course, that they 
were able to carry out this mythical ideal of treating 
patients in hospital. For my part, if sick enough to 
necessitate admission, I would rather see an N.H.S. con- 
sultant twice a week than a G.P., even if versed in the 
latest journals, every day. It is in fact not true that the 
division between G.P. and consultant does not exist in 
America. The division is clearly there, though 
superficially obscured by the American weakness of 
acknowledging no superior. 

Similar criticisms can be levelled at the surgeons. 
Surveys of particular areas have shown that the 
percentage of unqualified surgeons practising major 
surgery is very high indeed, 80%'* in one instance. 
Taken over the whole United States the figure is prob- 
ably over 50%. This is not a state of affairs to be 
envied in any way whatsoever. Indeed, even amongst 
qualified surgeons, whilst it is true that the slowest 
surgeon I knew was the best and quite able to hold his 
own in any surgical company whatsoever, nevertheless in 
the majority of cases the incredible slowness of American 
surgeons is often apparently due to lack of experience, 
a lack of experience directly resulting from the casual 
and disorganized nature of the profession in the United 
States. Achieving his “ Boards” within four to six 
years of qualifying, a surgeon may then go years doing 
two or three cases a week. 

This, of course, is not to say that there are not many 
fine doctors in the United States, but it is to say that 


‘their practice of medicine is on the whole inferior to 


ours and in the case of hospital practice very much so. 
—I am, etc., 


Manchester. JAMES LAWLESS. 
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Relief of Pain by. Cooling the Skin 


Sir,—I find the article by Mr. Maurice Ellis on this 
subject (January 28, p. 250) of considerable interest, as 
it supplements certain observations that I have made on 
patients treated by a similar method during the past 
year. I was introduced to cooling of the skin by Mr. 
W. E. Tucker, who showed me how to obtain full 
movement of a knee after meniscectomy where the last 
few degrees of flexion and extension were slow in 
returning ; he told me he had used cooling for very 
many years with good results. Mr. Tucker's technique 
is slightly different from that described in Mr. Ellis’s 
paper, as he first sprays the skin with ethyl chloride, 
and then massages the muscles which are in spasm with 
a simple vanishing-cream as lubricant; the massage 
is followed by further spraying and massage, and finally 
a manipulation of the affected joint is carried out, gently 
and with great care. The vanishing-cream is used to 
prolong the effect of the cooling. 

I have used this technique for the treatment of 
stiffness of several other joints, in most cases with 
success; it is of particular value in cases of frozen 
shoulder, where spasm of the pectoral muscles seems 
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to be a factor in preventing abduction. Cooling is also 
of value in early osteoarthritis of the hip and knee, and 
in Sudek’s atrophy following a Colles fracture. Minor 
finger injuries with persistent stiffness also respond to 
the treatment, though manipulation must be avoided 
and active exercises encouraged. 

Mr. Ellis did not mention the erythema of the skin 
which follows the application of the spray ; this reaction 
persists for many hours after the treatment and raises the 
question as to whether the effect of cooling is simply 
counter-irritation which is more prolonged than by other 
means. I personally think that there is something different 
in the method of production of the effect of cooling, and 
find Mr. Ellis’s explanation satisfying (though I am not a 
physiologist either). I would like to support him in his 
contention that freezing is neither necessary nor desirable 
if one is aiming at muscle relaxation. 

Mr. Ellis and Dr. W. A. Bain are to be congratulated 
on obtaining a non-toxic cooling spray (“ skefron ”), for 
this is a most useful article to give to patients who are 
going to carry out home treatment, especially for osteo- 
arthritis. They will. carry out their regular active 
exercises much more easily with the help of the skefron 
spray. Another drug house offered to look for such a 
substance when I discussed it with them last year, but 
the Smith Kline and French product seems to have 
forestalled them. Finally, I understand from several 
of the older school of orthopaedic surgeons and from 
older physiotherapists that this method was popular many 
years ago, but fell into disrepute. Does anyone know 
why ?—I am, etc., 

Ashton General Hospital, 


Ashton-under-Lyne, 
Lancs. 


V. H. WHEBLE. 


Lumbar Sympathectomy 


Sir,—May I make a few comments on Mr. J. A. 
Gillespie’s recent paper (January 14, p. 79)? It is 
regrettable that credence is still given to a pattern of 
“sympathetic dermatomes ” once suggested by Richter 
and Woodruff. Their fanciful arrangement paid no 
attention to the stated levels of resection of the lumbar 
sympathetic ganglia or the residual activity of the inter- 
mediate ganglia of which at that time they were not 
aware. It is unfortunate that their patterns have been 
copied into students’ textbooks. 

Foerster? has provided us with humaa_ sensory 
dermatome patterns which, though they are the most 
comprehensive, are based on observations of relatively 
few cases. Foerster showed that the area of residual 
sensibility after section of two or more nerve roots below 
the nerve root to be investigated is not identical in each 
case. In three cases the lower edge of the L1 dermatome 
did not extend below the upper one-third of the front 
of the thigh ; in two of these cases the line was certainly 
closer to the groin, and this level was supported by a 
case of herpes zoster. Foerster showed only two cases 
for the lower edge of the L2 dermatome; in one this 
was at about the junction of the middle and lower thirds 
of the thigh, and in the other it reached the level of 
the patella. These cases correspond closely to Mr. 
Gillespie’s patterns 1 and 2 respectively.. Pattern 3, 
reaching the medial malleolus, would correspond to the 
lower edge of the L3 dermatome in two of Foerster’s 
cases, but in two others it extended on the inner side 
of the calf only to about the level of the junction of the 
middle third with the upper third (as in Head’s L3 
dermatome).’ One of the later cases Foerster illustrated 


by the area of antidromic vasodilatation produced by 
electrical stimulation of the L3 dorsal nerve root. It is 
evident that individual cases show considerable variation 
in the extent of any particular sensory dermatome, and 
I have suggested elsewhere‘ that this may be associated 
with either the pre- or post-fixation of the lumbar 
plexus. 


The degree of sweating in the “escape area” on the 
abdomen and thigh also shows variation. Ray and Console® 
thought that a period of “ readjustment” occurred until the 
pattern became established at about the fourteenth day. My 
own observations support their view, but Mr. Gillespie’s 
suggestion is that it may take eight weeks to five months— 
remarkably delayed. It is interesting to observe that in the 
case illustrated in his Fig. 1 the electrical conductivity of 
the skin is greater in the “ escape area” on the sympathec- 
tomized side than it is at the corresponding points on the 
opposite unoperated side: presumably the examination was 
made at a long interval after the sympathectomy. 

The degree of return of sudomotor activity gives an 
indication of the process by which this is carried out. 
Although the total number of cells in the intermediate 
sympathetic ganglia in the lumbar region may be only 10%, 
of those in the corresponding paravertebral ganglia, two- 
thirds of them are associated with the upper two or three 
lumbar nerves, and they send a much greater proportion of 
their axons to peripheral structures than do the paravertebral 
ganglia at these levels. It is difficult to estimate the pro- 
portion of sweat glands on the front of the thigh which 
are denervated by paravertebral sympathectomy, since so 
many quickly become reinnervated by sprouts from the 
near-by intact axons of intermediate ganglion cells associated 
with the L2 nerve root. This sprouting must occur in the 
periphery. Murray and Thompson*® never showed that sprouts 
would establish connexion with the decentralized post- 
ganglionic fibres of the excised paravertebral ganglion ; but. 
of course, sprouts can follow the path of the degenerated 
axon of such a ganglion cell. The early return of increasing 
sympathetic activity in the thigh would seem to preclude 
such a new growth of sprouts starting from the operation 
site in the paravertebral region. It is possible that such a 
process might account for some extra late return of 
sympathetic activity in the relevant dermatome. 


Of .particular interest is the fact that sympathetic 
activity does not appear in the contiguous dermatomes 
which are not numerically segmentally adjacent—that is, 
on the outér side of the thigh sweating does not appear 
in the S2 dermatome where it adjoins the upper lumbar 
dermatomes. After séme years it may appear in the 
upper buttock, but possibly in these cases the spread 
is from the perineal sweating area which is nearly always 
present shortly after lumbar sympathectomy. I have 
discussed this phenomenon elsewhere.’ In other respects 
it is encouraging to find anatomico-physiological obser- 
vations so much in agreement with my own. Mtr. 
Gillespie’s earlier® and recent papers support all previous 
conclusions on the relative permanence of lumbar 
sympathectomy.—I am, etc., 


Anatomy School, 
University of Cambridge. 


P. A. G. Monro. 
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Buerger’s Disease 

Sir,—Whether or not Buerger’s disease is a specific 
pathological entity, I should like to support Professor 
F. Corelli’s contentions (January 21, p. 209) that there is 
a group of patients with peripheral obliterative arterial 
disease whose clinical features are quite different from 
those of the common atherosclerotic group. To all 
intents the condition is confined to males. It starts 
between 20 and 30. Clinically and radiologically it 
starts nearer the periphery, and, because of this, “ rest 
pain ” and necrotic lesions of the digits are the common 
presenting symptoms, whereas the great majority of the 
atherosclerotic group complain first of intermittent 
claudication. Involvement of the radial and ulnar arteries 
is very common. The course of the disease is episodic. 
Recurrent migrating phlebitis occurs in a high propor- 
tion. The ill-effects of smoking are infinitely worse than 
in the atherosclerotic group. 

In this country Buerger’s disease is a rare disease, and 
no one has had nearly as large an experience as Professor 
Corelli, but over 40 years I have seen a great many 
patients, all of whom presented the clinical features I 
have outlined. I would not like to go as far as Professor 
Corelli and say that tobacco smoke is the cause of 
“Buerger’s disease,’ but certainly it is the most 
important- aggravating factor. There is no hope for 
these patients if they continue to smoke ; they must give 
it up completely and permanently: half-measures are 
useless. I have known several patients who have stopped 
smoking and in whom the disease has been quiescent 
for some years ; then, feeling cured, they have had one 
cigarette and within 24 hours the condition has flared 
up again. Patients in an American clinic used to be 
handed a card on which was typed “ You can have your 
cigarettes or you can have your legs. You cannot have 
both.” This advice, however brutal, is sound. 

In the last few months Dr. A. R. D. Adams, of the 
Liverpool School of Tropical Medicine, has kindly 
treated several patients with malarial therapy as 
suggested by Professor Carelli. It is as yet too early to 
say whether our experience confirms Professor Corelli’s 
claim that this form of treatment is curative, but 
undoubtedly those patients who were in an acute phase, 
with rest pain, ulceration, and necrosis, have responded 
remarkably well.—I am, etc., 


Liverpool 1. J. B. OLDHAM. 


Barrier Creams 


Sir,—Many of the readers of the law reports of The 
Times of January 18 and of your medico-legal article 
(January 28, p. 301) must have agreed with the remarks 
made by Mr. Justice Edmund Davies about the lack of 
evidence for or against the use of barrier creams in 
industry. This is a problem which has greatly exercised 
both industrial medical officers and dermatologists, and 
theoretically it is one which should be easy to solve. 
Carefully controlled trials of barrier creams in large 
workshops in which potential dermatitis-provoking 
agents are handled would, if conducted for a sufficient 
length of time with a sufficient number of workmen, 
demonstrate conclusively whether or not the use of such 
creams prevented either completely or partially the 
production of dermatitis. Unfortunately it has been 
impossible in the past to carry out such trials because 
it meant that those workmen who were used as controls 
would not be able to apply barrier creams, and, if such a 
workman developed dermatitis, proceedings in Common 


Law against the employer for negligence would almost 
certainly have been instituted. 

Barrier creams probably have some value in protect- 
ing the skin exposed to irritants perhaps by subcon- 
sciously emphasizing to the workman the necessity of 
taking care when handling the irritant, and also, with 
some irritants, the methods of cleaning the skin after 
work may not be so drastic and harmful when a barrier 
cream has been used, but there is no doubt that some of 
the claims made in the past by some of the manufac- 
turers have been grossly exaggerated. Until long-term 
scientifically controlled trials have been carried out the 
situation will remain obscure. With the noticeable 
alteration in the attitude of the courts towards barrier 
creams in the last few months, let us hope that such 
trials are now possible.—I am, etc., 

Oxford. H. R. VICKERsS. 

Sir,—Dr. M. A. Cooke and Mr. A. P. Launchbury 
(January 28, p. 292) offer an interesting formula for 
barrier cream. I should, however, recall that the way in 
which surfactants promote cutaneous permeability is 
not certainly known and may well be different in respect 
of different substances. Denaturing or hydration of 
keratin are, as they mention, possible mechanisms, but 
other factors are the more complete wetting of the skin 
surface and the better contact thus achieved, lowering 
of surface tension at the cream/skin interface 
particularly within extremely small channels across the 
barrier zone, and alteration of pH within and on the 
surfaces of the barrier zone of the epidermis. There 
is also some evidence that penetration will be promoted 
not by altcration in the epidermis but by the production. 
in the presence of emulsifying agents, of emulsions of 
finer particle size. 

The interaction of these factors is so complex and 
their assessment of such difficulty that theory can take 
us only so far. Guillot' wrote an excellent and 
comprehensive physico-chemical review of cutaneous 
permeability, and concluded that the matter is so 
complex that one must rely upon experimental results 
without prejudgment of any sort ; I am sure this remains 
true to-day. The one thing we need to know is whether 
a barrier cream is effective in reducing the incidence of 
dermatitis under working conditions. This Dr. Cooke 
and Mr. Launchbury do not say. 

I agree that their formula may have advantages over 
dimethicone cream B.P.C., though one might fear that 
when it is dry on the skin the film would crack more 
easily than one containing fat or oil. This, however, is 
only another theoretical consideration—the important 
evidence can be provided only by the practical result : 
does it work ? —I am, etc., 


London W.1. 
REFERENCE 
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F. Ray BETTLey. 


Alcoholic Content of Drinks 


Sir,—Though I fully agree with Dr. Guy Bousfield 
(January 7, p. 54) that there is an excellent case for 
stating the percentage of ethyl alcohol in drink, it is 
not only this substance which is responsible for drunken- 
ness or the general effects of a “ drink.” 

Thorpe’s Dictionary of Applied Chemistry’ gives the 
analysis of various brandies which contain, besides ethyl] 
alcohol, smaller quantities of higher alcohols, esters, 
volatile acids, furfural, and aldehydes. The section on 
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brandy states that the effects of a matured brandy are 
less than those of a recently produced bottle, though the 
percentage of ethyl alcohol is the same. This is due 
to the alterations of the secondary constituents. Later, 
dealing with whiskies,?, many authorities, it says, state 
that many of the cerebral effects are due to secondary 
constituents, though a Royal Commission (1909) was 
unable to confirm this. In Volume 1,° talking about 
alcoholic drinks in general, the point is made that, by 
using inferior materials in the original mash, volatile 
bases such as pyridine would be produced, which would 
undoubtedly adversely affect the consumer. A recent 
publication by Polson and Tattersall* confirms these 
views in general, agreeing that the main intoxicating 
effects are due to ethyl alcohol but are also produced 
by the presence of ethers, aldehydes, ketones, and 
essential oils. Further, taking the particular example 
of absinthe, the authors point out that its effects are 
mainly due to the presence of essential oils rather than 
its 50% ethyl alcohol content. Thus, putting the figure 
of the percentage of ethyl alcohol alone on the label 
of a given bottle might well be misleading to the 
unknowing consumer.—I am, etc., 


Chase Farm Hospital, 


Enfield, Middlesex. S. E. Josse. 
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Prescribing Costs 

Sir,—I have read the letter by Dr. J. H. E. Moore on 
prescribing costs (January 21, p. 206) and have been 
considering possible types of single-handed practices 
likely to be investigated. The practices in which one 
would expect to find a high-average-cost per person are 
in those lists having a high attendance rate due to the 
abnormal distribution of patients by sex and/or age and 
for the prescribing of the more expensive drugs in special 
cases. For example, a long-established practice may well 
inherit a higher number of old people or chronic sick 
cases perhaps from the old public-assistance days. A 
woman doctor’s practice may well have an excess of 
females. A glance at the morbidity statistics from 
general practice’ shows the comparative attendance rate 
by sex and age; both old people and females show a 


‘higher attendance rate. To make sure, in a particular 


practice the age and sex distribution would have to be 
compared with the age and sex distribution of the 
surrounding area. The later figures may possibly be 
obtained from the medical officer of health’s depart- 
ment. Figures for the United Kingdom as a whole can 
be obtained at a reference library in the census returns, 
and are given in Chambers’s Encyclopaedia World 
Survey for 1960.” 

A single-handed doctor undertaking research in his 
practice may be using expensive, recently produced 
medicines. Should this cause a high average cost per 
person on his list, he will probably face an investigation. 
He would be well advised before undertaking research 
to get expert advice as mentioned in the letter on 
“ General-practitioner Research” (January 21, p. 205). 
He will most certainly have to give an account of this 
research at investigation. A case of this type was 
reported in the Supplement.’ The charge was dismissed. 
Judging by articles written later in the B.M.J. by this 


doctor, who also held a clinical assistant post, further 
research may have been transferred to the hospital 
services. 

The Treasury, the Ministry of Health, and the British 
Medical Association are rightly concerned about need- 
lessly extravagant costs, but the present method of 
investigation is certainly open to question and should 
be the subject of investigation in its turn. Dr. Moore 
asks why this burden should be put on the Part IV 
general practitioner alone, and why single-handed 
practitioners alone ? I would ask why include single- 
handed practitioners having practices with an abnormal 
sex—age distribution and those carrying out general- 
practitioner research ? 

I have heard derogatory opinions expressed about 
general practitioners not carrying out treatments 
suggested by hospital doctors ; may this not be that they 
are afraid of high drug-cost charges, though they may 
accept the possibly greater efficacy of the drug ? 

The machinery for collecting all the facts is slow and 
an over-prescribing charge may not be brought till over 
twelve months after the prescriptions were written, a 
cause of worry even if the doctor establishes his 
innocence of any unnecessary over-prescribing. The 
cost of the machinery may far exceed the fines imposed, 
though its existence is also intended as a deterrent to all 
general practitioners. The procedure may succeed in 
deterring those it is intended to deter, but it may also 
deter and disgust other doctors trying to give a good 
service under difficult conditions in the best interests of 
their patients, just when modern medical research is 
providing so much more effective therapeutic treatment. 
All this may discourage good doctors entering general 
practice, just at a time when the supply of doctors is 
falling, as shown in the letter “ Deficit of Doctors” 
(January 21, p. 203); and in addition the recent pay 
award of the Royal Commission widened the gap in 
earnings between specialists and general practitioners, a 
danger pointed out in the Spens Report in 1946,* all 
those years ago.—I am, etc., 


Leeds 11. J. ATKINSON. 
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Furaltadone 


Sir,—Your leading article entitled “ Furaltadone 
Condemned” (January 28, p. 264) takes as its basis 
three papers, 79 patients, and a leading article in the 
New England Journal of Medicine. Your reference to 
these papers (“ Now some authoritative information is 
forthcoming”) heavily implies that this is the only 
authoritative evidence that has yet been published. This 
seems more than a little unfair to British and Common- 
wealth investigators, whose work on furaltadone has 
covered larger numbers of patients and has appeared 
in journals no less reputable than the New England 
Journal of Medicine.~5 These you have elected to 
ignore. 

You allege in your general conclusion that furaltadone 
possesses more potential toxicity and less antibacterial 
activity than was originally thought. We introduced this 
drug some 15 months ago to hospitals and consultants, and 
have since kept them fuily informed of what various 
investigators have thought, as reports have come into our 
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hands or have been published in the journals. What these 
investigators have thought, regarding the antibacterial 
activity of furaltadone, has naturally varied according to 
their individual experience, but has on the whole been 
favourable to the drug on clinical grounds. 

Your reference to blood levels obtained with furaltadone 
raises the question of mode of action and dosage. That 
there are anomalies between the in vitro and in vivo findings 
we have never denied. We have therefore simply presented 
the comparative figures so that it could be seen to what 
extent there was a correlation or absence of correlation. 
In so far as the exact mode of action of the nitrofurans is 
still as obscure as, for example, that of most antibiotics, we 
have contented ourselves with presenting the whole of the 
clinical evidence as it has appeared. 

A number of authors have commented on the value of 
furaltadone in staphylococcal infections. This seems 
important despite your assertion that we have “an effective 
antibiotic available for almost any bacterial infection, and 
certainly {my italics] for any due to a staphylococcus.” As 
recently as January this year, editorial comment and 
correspondence in your own columns (January 14, pp. 113, 
124-126) indicate that the staphylococcus is not yet defeated. 

Coming to the question of toxicity, it is almost inevitable 
that the widening use of any potent drug will bring in its 
train an accumulation of reports of toxic effects. How 
much these influence the use of such a drug must clearly 
depend upon their incidence, severity, and irreversibility. 
The incidence of side effects with furaltadone has 
unquestionably been lower than that of many other anti- 
bacterial drugs in general use. The reported incidence of 
severe side effects (about which we issued a caution) has 
been as low as 0.01% of an estimated 1,000,000 patients 
treated with the drug. Moreover, in every case so far, these 
severe side effects have been reversible and have not 
constituted a grave hazard to the patient. Favourable 
comparison might here be made with antibiotics such as 
streptomycin, neomycin, and “kanamycin,” all of which 
may give rise to irreversible eighth-nerve damage, or 
chloramphenicol, with its well-known risk of fatal aplastic 
anaemia. 

The evidence that you have selected for publication in 
your columns merely reissues the obvious warning that 
furaltadone may not be effective in all cases, and may 
occasionally give rise to toxic reactions. When considered 
with other available evidence, it fails to condemn the drug 
outright, as you suggest. 


The handling of a drug such as furaltadone severely 
tests both the judgment and sense of responsibility of 
the pharmaceutical manufacturer. Furaltadone has 
proved therapeutically useful, particularly in staphylo- 
coccal infections, and no evidence has been forthcoming 
that resistance to it develops under clinical conditions. 
We believe that the evidence shows furaltadone to have 
a place in the present-day treatment of bacterial 
infection, and that in certain cases it could prove life- 
saving. Whatever the outcome of the U.S.A. Food and 
Drug Administration hearing at present being conducted 
in Washington, we consider we have a responsibility to 
continue to make furaltadone available in the United 
Kingdom to hospitals and consultants, in whose hands 
it can be employed with proper supervision of the 
patient.—I am, etc., 


Welwyn Garden City, R. PFIZENMAIER, 
Herts. Vice Chairman 
Smith Kline and French 1 Ltd. 
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Idiosyncrasy to Dexamphetamine 


Sir,—I think the following case may be of some 
interest. The patient was a 5-year-old boy with 
nocturnal enuresis. The urine was normal, and I 
prescribed 20 5-mg. tablets of dexamphetamine sulphate, 
one to be taken at 5 p.m. Three days later I was called 
to see the child at 6 a.m. On arrival I was informed 
that the boy had not slept and was restless. He was 
very talkative, and told me that he was looking for 
worms and fishes under the chair ; that a dog was biting 
him, and that horses were after him ; he also gesticulated 
wildly. The face was flushed, pupils were widely dilate«', 
and his temperature was 100° F. (37.8° C.). There was 
no cardiovascular or gastro-intestinal disturbances. | 
gave him mist. pot. brom. pro. inf., 8 ml., t.d.s., and 
discontinued the amphetamine. After 24 hours he was 
much improved, with a normal temperature, but still 
occasionally would talk of worms under the chair. The 
third visit the following day saw a normal child, and so 
he has remained. Seventeen tablets remained in the 
box, thus excluding excessive dosage. 

Amphetamine is a potent C.N.S. stimulant, and this 
case illustrates the predominating cerebral effects and 
slow excretion. The boy certainly exhibited an idio- 
syncrasy or hypersusceptibility to the drug.—I am, etc., 


London S.E.16. K. LANCER. 


Cerebral Lymphatics 


Sir,—In the recent Clinicopathological Conference 
at the Postgraduate Medical School of London 
(December 24, p. 1868) a case was reported in which 
necropsy revealed carcinoma in the left lung, left hilar 
node, and left cerebrum, and Dr. J. Azzopardi drew 
attention to the paper’ in which I showed that such 
ipsilateral metastases are suggestive of the probability of 
lymphatic spread to the brain. He referred to the 
prevailing view that the brain has no lymphatics and 
mentioned the need for confirming my findings. 

Although Elvidge and Baldwin? thought that in lung 
cancers spreading to the brain “ there was no apparent 
correlation . . . of the side of primary focus to side of 
metastases,” nine of their cases showed ipsilateral ten- 
dencies and five were contralateral. Lenshoek,* who 
thought that lung cancer “ showed a certain tendency to 
metastasize homolaterally,” described five cases of 
which four were ipsilateral (homolateral). Recently, 
Mathai and Chandy‘ stated that “there seems to be a 
correlation between the side of the primary and the side 
of the secondary,” but they studied only a few cases. 
Larger series are indicated. 

With regard to the current widespread belief that the 
brain has no lymphatics, it is well to remember that this 
question has a number of facets: 

(1) Medical History.—It is relevant to note that men of 
the highest standing did believe in the existence of these 
vessels. John Hunter’ merely stated that “it is most 
likely ” that every cavity of the body has lymphatics, but we 
find that his distinguished pupil, Cruikshank,* in an early 
monograph, was emphatic that the brain was drained by 
lymph vessels terminating in cervical nodes. The celebrated 
Edinburgh anatomist Monro’ ; the German anatomist His," 
of the “ bundle” fame; and Macewen.” of Glasgow. were 
among the authorities who were convinced of the fact of 
lymph drainage of the brain. 

(2) Affirmative 20th Century Opinion—To this day 
opinion in certain quarters has remained that the brain 
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has lymphatics. In Case X of Stewart’s’® Birmingham thesis 
he asserted that from the breast “ the extension to the brain 
was obviously along perivascular lymphatics by way of the 
carotid artery.” “ The line of spread,” he continued, “ was 
visible to the naked eye.” Frew" in an Edinburgh thesis 
made comparable observations. Some writers’*"** have 
cited cases which appeared to them to be compatible with 
lymphogenous metastasis to the brain, and others, including 
Ewing,” have spoken of spread to this site via perineural 
lymphatics, a mode of metastasis reviewed recently by Grain 
and Karr.** Another group, which numbers Elkington”’ 
among them, accept lymphatic spread of carcinomas to 
the meninges. 

(3) Differences Among Anatomists of this Age.—It is not 
without significance that, while Harris,’* of Cambridge, holds 
that the meninges have lymphatics, Le Gros Clark,’* of 
Oxford, denies their presence within the skull, although 
Drinker and Yoffey” say that “ lymphatics, not impressive 
in number or size, leave the cranium with the blood 
vessels.” 

(4) Differences in Interpretation.—It is necessary to bear 
in mind that semantic differences cloud the issue. Thus, 
some argue—for example, Globus and Meltzer**—not 
about the probability of lymphatics connecting the brain 
with the rest of the body but about the proof that in the 
brain we are dealing with “true” lymphatics. To me, 
however, what is material to the theory of lymphatic 
metastasis to the brain is the presence of lymphatic con- 
nexion—of any sort—between the structures inside the 
skull and the rest of the body. 

(5) Proofs of Lymphatic Connexions.—Drinker and 
Yoffey” spoke of “a dramatic demonstration of the ease 
with which the cervical lymphatic pathway can be injected 
from the inside of the cranium.” An extensive review of 
the evidence is now available in a monograph.” 


—I am, etc., 


Western Infirmary, 
Glasgow. 


WILSON ONUIGBO. 
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Epidural Anaesthesia and Bed Rest in Sciatica 


Sir,—I am glad Mr. F. C. Dwyer and Mr. F. Howard 
Beddow (January 28, p. 286) raised the point of the 
assessment of “cure” of sciatica. In the series I have 
reported (January 7, p. 20), great care was taken to 
assess other parameters of improvement, as well as 
relief of pain. Patients were regarded as “ cured ” only 
when the relief of pain was complete, or such pain as 
remained was of nuisance value only, when the straight- 
leg raising was full or nearly so and painless, and when 
the patients were up and: about walking normally. It 
has been my experience also that the acute pain in 
sciatica is often much better at the end of the week, but 
these other features I have mentioned were not. 

Regarding the efficiency of bed rest at home or in 
hospital, the patients who were kept in bed in hospital 
did not appear to do any better than those who were on 
bed rest at home on fracture boards or on a mattress 
on the floor. But this is far too small a series to draw 
any firm conclusions as to the merit of bed rest at home 
versus in hospital ; and, what is more, hospital beds are 
not freely available for cases of sciatica in central 
London. Mr. Dwyer and Mr. Beddow appear to have 
been very unfortunate in their experience of epidural 
injections. Itis not a difficult procedure, and, provided 
the needle is in the correct position, not particularly 
painful. Complications of the sacral route, using 
procaine without adrenaline, have not been numerous 
and there is no reason why they should be, provided all 
normal precautionary measures are taken. 

The results of laminectomy in properly selected cases 
are undoubtedly good, but I do feel that all conservative 
methods should be tried first.—I am, etc., 

Rheumatism Research Clinic, N, Cocems. 


The Royal Infirmary, 
Manchester 13. 


Peptic Ulcers in Identical Twins 


Sir,—We thought the following might be of interest 
as another phenomenon in uniovular twins. 

In our practice in Londonderry identical male twins 
aged 20 began to complain of dyspepsia about one year 
ago. Neither responded to alkalis, etc., and special 
dieting. Both are non-smokers and teetotallers. X-ray 
investigations were carried out on both. One was found 
to have a medium-sized ulcer 4 in. (12.7 mm.) distal 
to the pylorus. The other was found to have an active 
ulcer on the lesser curvature of the stomach immediately 
pre-pyloric, also another ulcer just distal to the pylorus. 

As we were looking after one twin each, we discovered 
this interesting phenomenon during our clinical 
discussions over the inevitable morning cup of coffee-— 
We are, etc., 

GRIZEL D’R. STEWaRT. 


Londonderry. W. A. McCurpy. 


Tooth Reimplantation 


Sir,—I would like to make a few comments on Mr. 
Richard R. Stephens’s letter (January 21, p. 207). I 
cannot help agreeing with his contentions about the 
dangers of the Boyle-Davis gag and the not generally 
recognized ease with which partly root-formed teeth 
can be avulsed. It is also our general experience that 
reimplantation of fully formed teeth in which the apices 
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are closed does not always result in long survival despite 
root-canal therapy having been undertaken. It is not, 
however, our general experience that a reimplanted 
tooth with an open apex is generally doomed to be 
exfoliated or extracted. I think it would be a reasonable 
assumption to expect at least a 75% “ take,” and to find 
normal development and eruption occurring. 

The experience at this institution of the transplantation 
of developing teeth, often to a totally different situation 
in the mouth, has proved that root-formation will 
continue, with closure of the apex, formation of a 
lamina dura, and all the clinical evidence that a vital 
structure has proceeded to develop. This of course 
postulates regeneration of the disrupted blood supply. 
If this can occur in an artificially made socket, regenera- 
tion would seem even more likely in the socket from 
which the tooth derived. On this basis, therefore, we 
regard an avulsed tooth as a free graft, with potentialities 
for survival and growth, and are opposed to its being 
lightly discarded. If such a tooth is accidentally avulsed 
in the operating theatre, where its immediate replace- 
ment is possible, where antibiotic cover can be quickly 
given, and immobilization secured, then, given the 
technical assistance which is essential, a reasonable 
prognosis can be expected. 

It would seem to me that in a child of between the 
ages of 6and 8 or even 9 years, in whom an upper central 
incisor has been accidentally avulsed, its immediate 
replacement, with the appropriate safeguards, is 
obligatory. Furthermore, the failure to do this would, 
I think, constitute an act of negligence on the part of 
either the anaesthetist or the surgeon.—I am, etc., 


The Hospital for Sick Children, T. CRaDocK HENRY. 


Great Ormond Street, 
London W.C.1. 


Aetiology of Leukaemia 


Sir,—In the interval between writing my paper on 
congenitally determined leukaemias (see p. 452) and 
correcting the proofs there have come, from two 
independent sources, reports of a deletion from chromo- 
some No. 21 or 22 in cases of leukaemia.'? The deletion 
has been observed in cases of chronic myeloid leukaemia, 
but only in cells derived from the leucocyte component 
of peripheral blood. It appears to be absent in acute 
leukaemias and leukaemias associated with mongolism. 
These observations support the theory that there are 
two aetiologically distinct varieties of leukaemia, one 
derived from somatic mutations and the other from 
germinal mutations. Taken in conjunction with the 
recent survey of childhood malignancies the cytological 
findings suggest that the exceptionally low resistance 
of mongols to infections, and their excessive liability to 
anaemia and leukaemia, may be due to the fact that 
the gene controlling the reticulo-endothelial system is 
situated in chromosome No. 21 or 22. 

In this connexion it may be of interest to know that 
plans are being made to extend the survey of childhood 
malignancies in order to collect more facts about the 
relatives of cases and controls. Already there are 
indications that blood diseases, including pernicious 
anaemia, are much commoner among the relatives of 
the leukaemic children than in the other families (cancers 
and controls). Fourteen years ago Videbaek carried out 
a survey in Denmark and found that 8% of his 
leukaemia cases had one or more relatives with per- 
nicious anaemia, compared with 3% in his control 


group. In his report® Videbaek also mentions nine 
other instances of leukaemia and pernicious anaemia 
occurring in the same family.—I am, etc., 
Department of Social Medicine, ALICE STEWART. 
xford University. 
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Copenhagen. 
Venereophobia 

Sir,—I was very interested to read Dr. G. C. Thyne’s 
letter (January 21, p. 206) about his two cases of 
venereophobia, as I had a similar case not long ago. 

The patient was a motor mechanic who served for five 
years with the Army during the last war, who underwent 
hospital treatment for pulmonary tuberculosis. After he had 
been in hospital for about five months he one day asked for 
a private talk with me. He then told me he was suffering 
from venereal disease. I questioned him about present 
symptoms and past history and both were completely 
negative, and I told him that his fears were unfounded. 
At the time I did not think it necessary to do a W.R. He 
seemed relieved after our talk and behaved normally in 
every way. 

A fortnight later he absconded from the hospital after 
lunch. He went to London, where he killed himself by 
jumping from the balcony of a large block of flats. He left 
behind a letter to his brother in which he gave his belief 
in suffering from venereal disease as reason for his suicide. 
His brother also stated at the inquest that he knew of this 
obsession and that at the age of 16 his deceased brother 
asked him to accompany him to a V.D. clinic, as he believed 
himself already at this time to be suffering from a venereal 
disease. 

It seems seamen are not the only ones who suffer 
from this fear.—I am, etc., 


Dagenham, Essex. I. Dawip. 


Clinicopathological Conference 

Sir,—I wish to express my keen appreciation of the 
series entitled “ Clinicopathological Conference,” which 
you have been printing month by month. This is one 
of the best features which has appeared in the Journal 
during the 25 years during which I have read it. 

The illustrations are excellent, the dialogue easy to 
follow. Some of the abbreviations are not clear to one 
who has been long away from clinical teaching, and 
some of the tests are new to me; their elucidation drives 
one back (very properly) to the textbooks. These cases 
are well chosen and stimulate one to think. Finally, it 
is a pleasure to “sit in” at the discussions of such 
eminent physicians and pathologists, and the next best 
thing to being present in person. I sincerely hope that 
this series may long continue.—I am, etc., 


Parkhurst R. R. PREWER. 
Isle of Wigh 


POINTS FROM LETTERS 


Dental Caries 

Dr. SaNsoy Roy-CHowpuHury (Edinburgh 3) writes: It is 
interesting to note that quite a number of Indians maintain 
a fairly good standard of dental health simply by brushing 
daily with a slender wood-stick and thorough rinsing of their 
mouths after each meal. The results are even more striking 


among faraway villagers. who are oblivious of fluoride 
dentifrice and artificial fluoridation in the water supply. 
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Obituary 


J. G. E. HAYDEN, C.B.E., M.D., F.R.C.P., F.R.A.C.P. 


Professor J. G. E. Hayden, professor of medicine in the 
University of Melbourne and immediate past-president 
of the Royal Australasian College of Physicians, died on 
December 26, 1960. He was 59 years of age. 


John Gerald Edward Hayden graduated in medicine at the 
University of Melbourne in 1923, proceeding M.D. two 
years later, and taking the M.R.C.P. in 1927. After resident 
hospital appointments in Melbourne and postgraduate 
experience abroad, he became a consulting physician in 
Melbourne. Before his appointment as professor of 
medicine he was physician to in-patients at St. Vincent’s 
Hospital and Stewart lecturer in medicine at Melbourne 
University. In 1935 he was one of the honorary secretaries 
of the Section of Medicine when the Annual Meeting of 
the B.M.A. was held in Melbourne. He was elected a 
Fellow of the Royal College of Physicians of London in 
1941. 

During the second world war Professor Hayden served 
with the Australian Imperial Forces in the Middle East and 
Palestine from 1941 to 1944. From 1941 to 1942 he was in 
command of the medical division of the 2/7 Australian 
General Hospital, and from 1942 to 1944 he was command- 
ing officer of that hospital. Later he served as consultant 
physician to Land Headquarters of the Australian Army. A 
former honorary physician to the Governor-General of 
Australia, he was appointed C.B.E. shortly after the end of 
the war. 

A Foundation Fellow and a Founder of the Royal 
Australasian College of Physicians, he was a member of its 
council from its inception in 1938 until the time of his death, 
a member of the Australian Board of Censors from 1940 to 
1957, vice-president of the College from 1952 to 1954, a 
member of the executive committee from 1952 to 1956, and 
president from 1958 to 1960. 


E. C. GILLES, O.B.E., D.Sc., L.R.C.P.&S., L.M.S. 
Dr.P.H. 


Dr. E. C. Gilles, formerly director of medical services, 
Northern Region, Nigeria, and principal of Kano 
Medical School, died suddenly at Bichi, Kano Province, 
Northern Nigeria, on January 23, at the age of 59. 


Erxic Christian Gilles took the Scottish triple qualification 
in 1924 and the L.M.S. of Ceylon in the same year. He 
joined the Ceylon Medical Service in 1926 and became 
medical officer of health and chief port medical officer at 
Colombo. While holding this appointment he graduated 
D.Sc. and Dr.P.H. at Johns Hopkins University, Baltimore. 
He transferred to Nigeria in 1937 at the invitation of Sir 
Rupert Briercliffe, who had then recently been appointed 
Director of Medical Services, Nigeria. 


Dr. Nem Lertcu writes: Dr. Gilles, who died of a heart 
attack while investigating an outbreak of cerebrospinal 
meningitis at Bichi, was an able administrator and an out- 
standing practical health officer. After his arrival in Nigeria 
he served for a spell in Ibadan and Lagos, and was then 
sent to Kano as medical officer of health. There he spent 
the war years happily building up the environmental health 
services and forming a lasting affection for “the walled 
city” and its people. It was during this period that he 
published a number of papers on the disposal of town refuse 
by composting, a system he initiated in Kano. 

In 1945 he was promoted senior health officer, Northern 
Provinces, and moved to Kaduna, where he was soon caught 
up in the rapid succession of constitutional changes which 
started Nigeria on the road to independence. The Northern 
Provinces became an autonomous region within the 
Federation of Nigeria with its own government and its own 


independent medical service, of which, in 1951, Dr. Gilles 
became the first director. Many administrative officers of 
the region during this period recall with gratitude Dr. Gilles’s 
collaboration in things that mattered for Nigeria’s Northern 
Region. The region’s medical service in its early years was 
handicapped by shortages of every kind, but under his 
leadership things slowly improved, and by the time he 
retired, early in 1955, he was able to hand over to his 
successor a well-established organization. 

On his retirement he was immediately appointed principal 
of the Kano Medical School, which was officially opened 
in April, 1955. Its purpose was to train Northern Nigerians 
as assistant medical officers to fill the gap until sufficient 
fully qualified Northern Nigerian doctors became available 
to staff the service. This enterprise, too, he brought to a 
successful conclusion in spite of frustrating obstacles, and 
it was with justifiable triumph that he saw the first four 
students graduate from the school in December, 1960. He 
himself had retired for the second time in January, 1960, 
and had been living in retirement in the house which he 
had built for himself and Mrs. Gilles in Kano, tending his 
garden and his beloved roses, and temporarily assisting the 
Ministry of Health at Kano as medical officer of health. 

Dr. Gilles had a long and honourable career in Nigeria, 
and as principal of the medical school his work was quite 
outstanding. He had an intuitive insight into the minds of 
Nigerians and a real sympathy for their aspirations. His 
wisdom and experienced advice were always a great help 
and support to his colleagues and many friends, and his loss 
will be felt both as a man and as a medical officer with a 
high sense of duty and devotion. The O.B.E. awarded to 
him in the New Year’s Honours, 1961, was widely welcomed 
in Nigeria and elsewhere. 

He married in 1926 Miss Helen Illona Trybulowski, of 
the U.S.A., who has written much about Ceylon and Nigeria, 
and who survives him. 


L. C. D. HERMITTE, M.B., Ch.B., D.T.M.&H. 


Dr. Louis Hermitte, formerly lecturer in pathology in 
Sheffield University, died in London on January 9. He 
was 66 years of age. 


Louis Constant Daniel Hermitte was born on June 14, 
1894. He graduated in medicine at the University of 
Edinburgh in 1918, and obtained the D.T.M.&H. of the 
English Royal Colleges in 1921, and the diploma of Médecin 
Malariologiste of the University of Paris in 1926. After 
graduation he held the appointment of house-surgeon at the 
2nd Scottish General Hospital, Craigleith, and at Edinburgh 
Royal Infirmary, where he was also assistant pathologist 
for a time. In i921 he took up an appointment as medical 
officer to the Moabund Medical Association in Assam. 
After some seven years there he was in practice in the 
Seychelles Islands until 1933, when he returned to the United 
Kingdom to become pathologist and bacteriologist to the 
Sheffield Royal Infirmary, and, later, to the Chesterfield 
Royal Hospital and the Montagu Hospital, Mexborough. 
He was also demonstrator in pathology and, subsequently, 
honorary lecturer in Sheffield University. For some years 
he was surgeon to the Sheffield corps of the St. John 
Ambulance Brigade. He leaves a son and a daughter, the 
wife of Mr. Philip King, F.R.C.S. 


E. K. B. writes: The death of Dr. Louis Hermitte will 
bring sadness to countless former students of the Sheffield 
school, both undergraduate and postgraduate, who held him 
in affectionate regard and respect. He settled in the field 
of clinical pathology relatively late in life, having previously 
practised clinical medicine in the Seychelles Islands. His 
extensive knowledge of tropical medicine, especially of 
malaria, proved of immense value to patients and colleagues 
alike. He was an international authority on tropical shell- 
fish, his collection of which is both fascinating and unique. 
With this background it is not surprising that he developed 
a large and successful practice in clinical pathology. 
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Although he was interested in all branches of this specialty, 
he was perhaps most outstanding as a clinical histo- 
pathologist. 

‘Louis Hermitte was a talented and scrupulously accurate 
artist. His illustrations made his reports a delight to see, 
and they have never been bettered. This talent was unique, 
and his artistry can be seen scattered through the surgical 
and pathological literature. His illustrations of the life 
cycle of plasmodia hold pride of place in the present depart- 
ment of haematology at the hospital which he loved so 
much and served so well, the Royal Infirmary, Sheffield. He 
was an enthusiastic teacher, working far into the night in 
order to perfect his excellent lectures and demonstrations. 

His great sense of fun showed nothing of unkindliness. 
He and his wife were charming and generous as host and 
hostess, enjoying to the full congenial company, good food, 
and good wine. Unfortunately he was dogged by ill-health 
for many years. No one could have shown more bravery 
and fortitude in the way he overcome many personal major 
catastrophes which resulted in his premature retirement. 
The sudden loss of his dear wife some years ago dealt a 
further severe blow. He will be remembered by many with 
gratitude for the unselfish help he gave them. Our sincere 
sympathy goes to his son and daughter and all the family 
in their sad loss. 


JAMES AINSCOW, M.R.C.S., L.R.C.P. 


Dr. Jame’ Ainscow, for many years honorary consultant 
physician to the Royal Albert Edward Infirmary, Wigan, 
died in Southport General Infirmary on December 30, 
1960. He was 86 years of age. 


James Ainscow was born on August 30, 1874, the 
eldest son of Mr. Thomas Ainscow, of Hindley, Lancashire. 
His two brothers, both now retired, are also members of the 
medical profession. He studied medicine at Owens College, 
Manchester, and qualified M.R.C.S., L.R.C.P. in 1899. After 
a period of work as «= ship surgeon he settled in practice at 
Ince-in-Makerfield and in Wigan. In 1912 he was appointed 
honorary assistant physician to the Royal Albert Edward 
Infirmary, Wigan, later becoming full physician, and, 
ultimately, honorary consulting physician. While resident 
in the Wigan area he took an active part in public life, and 
was a member of the Ince-in-Makerfield urban district 
council from 1910 to 1919, and also a member of the Wigan 
and district board of guardians. From 1934 to 1945 he 
was in practice at Melbourne, Derbyshire. He then returned 
to his native Wigan, and finally, in 1951, to Southport, to 
enjoy a well-earned retirement. He was a sound clinician 
and a kindly man, well beloved by his patients, whom he 
served to the best of his ability and far beyond the bounds 
of general practice. The news of his death has been 
received with sadness by his old patients and colleagues. 
Our deep sympathy is extended to his widow, his daughter, 
and his two sons, both of whom are doctors.—G. H. P. 


ANTHONY KENNEDY, M.B. 


Lieutenant-Colonel Anthony Kennedy, who was in 
general practice in Seaton after retiring from the Indian 
Medical Service, died on February 4. He was 72 years 
of age. 


Anthony Kennedy was born on February 20, 1888, and 
was educated at Marlborough ; Caius College, Cambridge ; 
and the Middlesex Hospital. After qualifying in 1911 
(he graduated M.B. in 1924) he held the post of house- 
physician at the Middlesex Hospital, and then joined the 
Indian Medical Service. During the first world war he 
served for two years in France and a further two years 
in Mesopotamia. He resigned from the Indian Medical 
Service in 1932 with the rank of lieutenant-colonel, and 
became a general practitioner at Seaton, in Devon, where 
he remained for the next 25 years. 


He finally retired in 1956 and went to live in Hythe, Kent. 
During the second world war he served again in the Indian 
Medical Service and was in India from 1939 to 1942. 

Lieutenant-Colonel Kennedy is survived by his widow, 
a son who is in practice in Hythe, and a daughter. 


S.J.H. writes: Tony Kennedy was first and foremost 
a gentleman, who respected high standards of conduct in 
others and invariably conformed to them himself. His 
friends soon found that the impression of bluff heartiness 
on first meeting was only a cover for deeper qualities of 


‘great worth. He was a most excellent family doctor: to 


him the patients came first, and he spared no effort to keep 
up his knowledge of the changes in medicine in order to 
serve them best. He had an invigorating independence of 
mind which led him to abhor red tape and to seek to cut 
through it where it seemed to be in a patient's interest. He 
had no use for the false and meaningless, but any criticism 
he voiced was tinged with the charm that he brought to 
everything he did. He was a keen and knowledgeable sports- 
man and enjoyed his golf till near the end of his life. He 
was intensely loyal at all times to his family, his partners, 
and his friends. It was his delight that he was able to spend 
his years of retirement near his family and grandchildren, 
to whom will go the sympathy of a host of friends, and in 
particular to his wife, whose selfless devotion meant so 
much to him. 


E. H. WALLACE, M.B., Ch.B., D.O. 


Dr. E. H. Wallace, who had been an ophthalmologist in 
the medical service of the government of Sarawak for a 
number of years, and before that an officer in the Indian 
Medical Service, died at Jesselton, North Borneo, on 
December 22, 1960. He was 49 years of age. 


Edwin Herbert Wallace was born on June 6, 1911, and 
graduated M.B., Ch.B. at the University of Glasgow in 
1935. He then entered the Indian Medical Service, in which 
he remained until it was disbanded in 1947, attaining the 
rank of major. During the second world war he took part 
in the campaign in Malaya, was captured by the Japanese, 
and was a prisoner-of-war in Singapore and Siam, where he 
worked on the notorious Siam-Burma railway. He joined 
the Sarawak government service in 1948 as a general duties 
medical officer. Later he specialized in ophthalmology and 
was appointed to the post of ophthalmologist in 1957, in 
which year he took the Diploma in Ophthalmology of 
the English Royal Colleges. His appointment covered all 
three of the Borneo territories, and he travelled extensively 
through them all from the date of his appointment until 
his tragic death. He was chairman of the Sarawak Division 
of the British Medical Association from 1957 to 1959, and 
honorary secretary of both the Borneo Branch and the 
Sarawak Division in 1955 and 1956. Dr. Wallace was one 
of the best-liked and most highly esteemed members of the 
medical department not only in Sarawak but also in Brunei 
and North Borneo, and to his widow and children we 
extend our deep sympathy. 


The following tribute to’ Dr. Wallace was published in one 
of the Kuching newspapers after his death: “* No man or 
woman who sought treatment or advice from Dr. Wallace 
had ever any cause for complaint, for to him they were all 
alike—be they rich men from an urban centre or farmers in 
the interior.... And thus, no matter how busy, over- 
worked, and strained he might personally be, Wyn Wallace 
always had time for ‘the next one please.’ It was partly 
his selfless devotion to humanity which kept him on the 
move all the time in Sarawak, North Borneo, and until lately 
in Brunei also, and, though he himself must have known 
perfectly well the strain that was bearing down on him in 
this one-man job, he still ‘kept on,’ to the great benefit of 
many, but, alas, at what great sacrifice. In the death of 
Wyn Wallace, Sarawak and North Borneo have lost a truly 
good and respected man and doctor.” 
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ROBERT McINROY, M.B., Ch.B. 


Dr. Robert McInroy, who formerly practised in Dailly, 
Ayrshire, died on December 26, 1960. 


Robert McInroy graduated M.B., Ch.B. from Glasgow 
University in 1907. He then became an assistant in Patna, 
Ayrshire, for one year with Dr. James Robertson, and on 
the latter's death he set up practice in Dailly in 1908, and 
continued there for 48 years until his retirement in 1956, 
when his son took over the practice. Robert McInroy was 
a true general practitioner in the best sense of the term, 
and in his rural and mining practice in a beautiful part of 
Ayrshire he was greatly beloved and was indeed the friend 
of his patients. Although somewhat cut off from hospitals 
and medical colleagues, he kept abreast of the rapid changes 
in medicine and therapeutics in a quite remarkable way, 
but it was his wonderful clinical sense and wide experience 
that made him such a shrewd doctor and kindly adviser. 
It is sad to think that excellent all-round practitioners such 
as MclInroy will not have the chance to develop under the 
modern scheme of things, but one is proud to have known 
and appreciated such a one. His dedication and his example 
must have been convincing, for his three sons have all 
followed him in the profession and carry on his high 
standards.—B. R. N. 


E. T. MEAGHER, M.R.C\S., L.R.C.P. 


Surgeon Rear-Admiral E. T, Meagher died at the Kent 
and Sussex Hospital, Tunbridge Wells, on January 13 
at the age of 90. 


Edward Thomas Meagher was born on April 11, 1870. 
Educated at St. Bede’s College and at Owens College, 
Manchester, he qualified M.R.C.S., L.R.C.P. in 1891. In 
the following year he entered the Royal Navy as a surgeon, 
being promoted to staff surgeon in 1900, surgeon commander 
in 1906, and surgeon captain in 1921. Four years later he 
was placed on the retired list under the age limit, with the 
rank of surgeon rear-admiral. While serving on the China 
Station during the Spanish-American war he was called 
upon to act as an interpreter with the Spanish Fleet at 
Manila, and before and during the first world war he served 
in H.M.S. Cumberland, in which he had under his care 
as a cadet Prince Albert, later King George VI. For a time 
he was in charge of the Royal Naval Hospital, Yarmouth, 
a mental diseases hospital, and in 1920-1 he represented 
the Admiralty on the Shell-shock Commission, where the 
chairman, the Earl of Southborough, paid a tribute to his 
able and strenuous work, saying that the commission had 
derived great benefit from his assistance. In 1922 he was 
appointed to the command of the Royal Naval Hospital, 
Plymouth. After his retirement from the Royal Navy he 
was able to make use of his psychiatric experience as a 
medical inspector under the old Board of Control. 

In 1908 Admiral Meagher married Miss Dorothy 
McMurdo, and she survives him with two sons and five 
daughters. 


COLIN GRANT, M.B., Ch.B. 


Dr. Colin Grant, who had practised for many years in 
Southport, died at his home there on December 28. He 
was 75 years of age. 


Colin Grant was born ir. Kirkcaldy, Fife, on June 3, 1885. 
The happiest days of his childhood were spent in 
Nethybridge, at the foot of the Cairngorm Mountains, in a 
house built by his father and over the door of which can 
still be seen the family motto “ Stand Fast.” Educated at 
George Watson’s College and at Edinburgh University, he 
graduated M.B., Ch.B. in 1909. While a student he joined 
the Yeomanry (Border Horse) and went to France as a 
combatant in 1914, but was later transferred to the R.A.M.C. 
He was seriously wounded, but, true to the family motto, 


he recovered against all expectations and was able to 
resume service until the end of the war. Shortly afterwards 
he commenced practice in Southport, where he became 
well known. A former police surgeon, he was honorary 
surgeon to the Southport Motor Racing Club during the 
whole of its existence, and he held a similar position with 
the British Beach Racing Club. Before the second world 
war he used to assist from time to time in the pathological 
department of Liverpool University. 
Dr. Grant is survived by a widow and one son. 


A colleague writes: Colin Grant will be long remembered 
as a beloved physician. Few but his patients knew of his 
kindliness in their troubles: he gave all he could to each of 
them. In the local hospitals he was a familiar figure, calling 
to see his patients and to cheer and encourage them. In 
his boyhood days his favourite sport was fishing in the 
River Nethy and River Spey near by. Many a tale he told of 
those days, with his quiet Highland humour. As time went 
on he became interested in gardening and in motor racing, 
but his interest in fishing continued until his final illness. 
With his death Southport has lost a man who was a family 
doctor in the finest sense cf the word. 


A. W. GREGORSON, M.D., F.R.F.P.S. 


Dr. A. W. Gregorson, for many years physician and 
deputy medical superintendent of the North Middlesex 
Hospital, Edmonton, died at his home in Southgate 
on January 20, aged 88. 


Albert William Gregorson was born in Elderslie, near 
Paisley, on December 27, 1872, and went to school in Largs, 
Ayrshire, where his family had gone to live. After spending 
several years in business he started his medical training in 
Glasgow University in 1904. Graduating M.B., Ch.B. in 
1909, he proceeded M.D., with honours, in 1914, and he was 
elected a Fellow of the Royal Faculty of Physicians and 
Surgeons of Glasgow in 1916. After spending a year in 
resident posts in Glasgow Royal Infirmary and six months 
in Camberwell Union Infirmary, Gregorson was appointed 
to the staff of the North Middlesex Hospital, Edmonton, 
in 1911, and worked there continuously until his retirement 
in 1937, for most of that time as physician and deputy 
medical superintendent. A careful and painstaking physician 
and a capable administrator, Gregorson was held in high 
regard by his colleagues. After his retirement from hospital 
work he served for several years as chairman of a medical 
board. He was also for many years an examiner for the 
General Nursing Council of England and Wales. 

To Dr. Gregorson’s widow, formerly Miss Edith Howe, 
a sister at the North Middlesex Hospital, the sympathy of 
all his friends is extended. 


EDGAR BABST, M.B., B.S. 


_ Dr. Edgar Babst, who practised in Wallsend and district 


for many years, died in hospital on January 13. He was 
71 years of age. 


Edgar Babst was born on April 25, 1889, the son of 
Dr. C. T. U. Babst, a well-known family doctor in Wallsend, 
and graduated M.B., B.S. at Durham University in 1913. He 
served as an officer in the Northumberland Fusiliers in the 
early part of the first world war, but was soon transferred 
to the R.A.M.C., in which he attained the rank of major. 
He was wounded at Ypres. On his return to civilian life, 
he began medical practice in Wallsend, where he was 
appointed examining factory surgeon for the area, as his 
father had been, and medical officer to a large firm of ship- 
builders. Outside his profession he found time to enjoy a 
round of golf, to work in his garden, and to collect stamps, 
and he gave much of his time and valuable experience to 
the loca] Boy Scout organization, of which he was chairman 
for some years. 


A.K.T. writes: Edgar Babst served his profession well, 
both officially in the British Medical Association as chair- 
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man of the Tyneside Division from 1943 to 1945 and as 
representative at the Annual Representative Meeting from 
1942 to 1945, and also less officially, but more immediately, 
in the help he gave to the building up of an efficient public 
medical service in the borough of Wallsend. At times his 
loyalties were divided, for, being essentially a family doctor, 
he was not whole-heartedly in favour of what appeared 
to be “organized” medical attendance. Nevertheless, he 
gave freely of his wide experience to make the public 
medical service a complete success. The affection with 
which his many patients regarded him gave ample evidence 
of the long-continued kindness and friendly care he had for 
them at all times. With his death general practice has 
lost a most conscientious doctor who was concerned not 
only with his patients in their homes and at their work 
but also with the dignity of his profession. He died after 
a long illness which he faced with characteristic courage 
and patience. Our sympathy goes to his widow, his son, 
and his daughter—also a doctor—in their bereavement. 


MARTIN PHILLIPS, M.B., B.S. 


Dr. Martin Phillips, who practised in the East End of 
London for nearly 30 years, chiefly in Bethnal Green 
and Stepney, died on January 21, at the age of 52. 


Martin Phillips was born in London on September 6, 1908, 
and studied medicine at the London Hospital, qualifying in 
1930 and graduating M.B., B.S. in 1932. After holding 
several resident posts in hospital and undertaking other 
postgraduate work, he went into practice in the East End of 
London. 


M.W.C. writes: It was a great privilege to have been 
associated in work with Martin Phillips. He was a brilliant 
physician, most conscientious, and spent much effort and 
time with his patients. His charm, his kindness, and his 
great sense of humour ~-produced a cheerful atmosphere 
wherever he went and contributed greatly towards the 
recovery of his patients. During the war years he remained 
on duty at his surgery every day and night throughout the 
air raids. His untimely death will be mourned by the many 
colleagues who knew him, by his innumerable friends, and 
by the many thousands of patients who had come under 

is care. 


A. MACMILLAN, M.B., Ch.B., D.P.H. 


Dr. A. Macmillan, who practised in Derby, died at the 
Derbyshire Royal Infirmary on January 25, aged 59. 


Archibald Macmillan was born at Dewaig, Isle of Mull, 
on April 22, 1901, and studied medicine at Glasgow Univer- 
sity, graduating M.B., Ch.B. in 1924. He then worked as 
an assistant in a practice at Newark-on-Trent, later becoming 
assistant medical officer of health for Derbyshire. In 1933 
he took over a private practice in Hucknall, Nottinghamshire, 
where he stayed until 1939, when he moved to Derby. In 
addition to his private practice he was appointed medical 
attendant to the almshouses and was also honorary surgeon 
of the Derby Division of the St. John Ambulance Brigade. 

Dr. Macmillan leaves a widow and two sons. 


P. H. HENNESSEY, M.B., C.M. 


Dr. P. H. Hennessey, who was formerly physician and 
opthalmologist in Ipoh, Perak, died at Worthing on 
January 28, aged 81. 


Patrick Howard Hennessey studied medicine at the 
Madras Medical College, graduating M.B., C.M., in 1905. 
After holding the appointment of house-surgeon at the 
General Hospital, Singapore, he continued his postgraduate 
studies at the London Hospital and took the Conjoint 
qualification in 1906. Having worked as an assistant medical 


officer at the Shoreditch Infirmary, he joined the Colonial 
Medica] Service and went out to Malaya, where he became 
well known as a physician and ophthalmologist. He was 
chairman of the Federated Malay States Division of the 
B.M.A. in 1935-36. Retiring to live in the south of Eng- 
land, he served as a medical officer in the Emergency 
Medical Service during the second world war, and for some 
years he was attached to Friern Hospital in North London. 


E.E.C. writes: Dr. P. H. Hennessey will be remembered 
by many former members of the Malayan Medical Service 
for his work in Ipoh, Perak, as a physician and 
ophthalmologist. As a physician his skill in the diagnosis of 
obscure tropical diseases gained him such a reputation that 
his opinion was sought by doctors all over the state of 
Perak and beyond. As one of the pioneer ophthalmologists 
in Malaya he built up an enormous practice in this 
specialty, and there were many demands on his operative 
skill. It was not unusual for him to do four or five cataract 
operations in an afternoon session. He also gained a 
reputation outside his profession as a cricketer, and his wily 
slow bowling caused a sensation when he was mainly 
responsible for dismissing a visiting Australian team in 
1927 for comparatively few runs. The ball with which he 
achieved this feat, duly autographed and mounted, was a 
trophy which he treasured. The news of Dr. Hennessey’s 
death will be received with very deep regret by many old 
friends in Malaya—by his old patients and by numerous 
doctors who gained by his help and teaching. 


C. E. IREDELL, M.D., M.R.C.P. 


Dr. C. E. Iredell, who was formerly director of the 
actino-therapy department at Guy’s Hospital, died on 
January 30 at the age of 83. 


Charles Edward Iredell was born on October 30, 1877, 
the son of Colonel J. S. Iredell, of the Bombay Staff Corps. 
He studied medicine at Guy’s Hospital, qualifying in 1903, 
graduating M.B. in 1904, proceeding M.D. in 1907, and 
taking the M.R.C.P. in 1908. After qualification he held 
the posts of assistant house-surgeon and out-patients officer 
at Guy’s, and then was appointed house-physician to Sir 
Edwin Cooper Perry. He was also house-physician at the 
East London Hospital for Children. In 1907 he was appointed 
surgeon to the actino-therapy department at Guy’s, holding 
that post for the next 30 years. His department was generally 
known as the “light department,” and many hundreds of 
cases of lupus were referred to him for treatment. He had 
a lifelong interest in the treatment of cancer. He retired 
in 1937 and was appointed surgeon emeritus to the radio- 
therapy department. 

Dr. Iredell was a widower and is survived by two sons 
and two daughters. : 


D. BAGSTER WILSON, O.B.E., M.D., M.R.C.P. 
D.T.M.&H. 


The obituary of Dr. D. Bagster Wilson was published 
in the Journal of January 14 (p. 134). 


Dr. GorDON PRINGLE writes from Amani, Tanganyika: 
From the start of his professional career Donald Bagster 
Wilson showed the high sense of civic responsibility for 
which his family was especially noted. On joining the 
Tanganyika Medical Service in 1929 he immediately applied 
himself to a study of the major public health problems of 
rural African peoples. During his first tour of duty he 
married Dr. Margaret Elizabeth Lovett, who relinquished 
her post as physician in Kathmandu to join him. So began 
a working partnership destined to play an important part in 
the development of a rational concept of malaria in Africa 
and in the African. 

His exceptional ability as a research worker was demon- 
strated during a five-year investigation into the importance 
of malaria as a public-health problem in Tanganyika. It 
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was during the course of this investigation that the Wilsons 
made what is now regarded as a classical study of malaria 
in the population of Gombero. Here they undertook a 
complete demographic study of the village which, in 
correlation with malaria parasite rates and densities, 
revealed the means by which a community adapted itself to 
hyperendemic malaria. In 1934, through a grant by the 
Trustees of the Carnegie Foundation, Wilson was able to 
make an extensive tour through India in order to gain 
experience of the patterns of malaria endemicity, and relevant 
control problems, in those regions. 

On the outbreak of war he served for a short period with 
a field ambulance in the Northern Frontier Province of 
Kenya before taking charge of a mobile malaria section. 
Aided by his wife at the base laboratory in Nairobi, he 
explored the malaria problems that appeared in the wake 
of the advancing troops. In 1941 he was appointed command 
malariologist with the rank of lieutenant colonel, and his 
responsibilities were extended over lines of communication 
and military installations in the area between Eritrea, 
Ethiopia, and Somaliland in the north to the Rhodesias and 
Madagascar in the south. 

On demobilization he returned to the Tanganyika Medical 
Service. By then his unique value as a consultant to the East 
African Territories had become generally appreciated, and 
in 1949 he was appointed inter-territorial malariologist and 
given charge of the newly formed East African Malaria Unit. 
The introduction of the residual insecticides into public 
health had made the control of malaria in rural areas 
practicable. The precise techniques suited to African con- 
ditions had, however, still to be worked out, and it was 
Wilson’s ambition both to do this in a large-scale field trial 
and at the same time to evaluate the effect of the inter- 
ruption of malaria transmission on the health of the 
population. After careful planning the Pare-Taveta malaria 
control scheme was launched in 1954. In the same year the 
growing stature of Wilson’s team was acknowledged by its 
reconstitution as the East African Institute of Malaria and 
Vector-borne Diseases. In this institute, amid sume of the 
finest scenery in Tanganyika, he continued until his retire- 
ment from East Africa in April, 1960, to instruct and to 
promote research into problems of the epidemiology and 
control of malaria and bilharziasis. 


KARL KLEIST, M.D. 


The obituary of Professor Karl Kleist was published in 
the Journal of January 28 (p. 298). 


E. W. A. writes: With the death of Professor Karl Kleist 
the leader of a famous school of German psychiatry has 
passed after a long life of distinguished work. Kleist was 
a pupil of Wernicke, and like his master his concept of 
psychiatric illness was fundamentally neurological. It was 
thus highly specialized, met with little acceptance outside 
his own school, and was very little known in Britain. 

Kleist was an out-and-out cerebral localizationist who 
interpreted on this basis not only disorders of speech and 
allied disturbances, in which his studies (including those on 
constructive apraxia) are oustanding, but also such illnesses 
as schizophrenia. He saw this as a “system disease” due 
to a lesion of a specific part of the brain, which he sought 
to demonstrate objectively. This relentlessly pursued 
approach led him, as might be expected, to an extreme 
position demonstrated inter alia by the delineation of a 
multiplicity of “syndromes” all of which he related to 
specifically localized disturbances, although he conceded the 
conjectural character of many of these. The work of Gold- 
stein and others of that school Kleist used to dismiss as 
“mere psychologizing,” although he had great admiration 
for the work of Henry Head. Kleist’s attitude to the 
psychological approach in psychiatry is sufficiently illus- 
trated by the relegation of the works of Freud to a dark 
alcove in his library under the heading “ belles-lettres.” 

As one who worked for a year shortly before the outbreak 
of the second war with Professor Kleist, I wish to take 


this opportunity of expressing a warm personal tribute to 
him. To me his most impressive qualities were his friend- 
liness, his intense vitality, and his utter absorption in his 
work. His ward rounds, which commonly lasted two to 
three hours, were a model which might be profitably copied 
by others responsible for training the young. A rigorous 
moralist (like very many psychiatrists), he gave a short shrift 
to the drunkards and street walkers admitted to the clinic 
for devious behaviour. He was a man of utter integrity 
and undeviating conviction in both his personal and 
scientific relationships. He detested the Nazi regime, 
particularly for its damaging effect on scientific work. 

My last meeting with him was in Zurich in 1957. 
Although then nearly 80, his vigour was little impaired and 
his warmth of greeting after nearly 20 years was touching 
and cordially returned. His home life was happy and 
serene with his wife and four charming daughters. Although 
I had seen so little of him in the intervening years, his 
death leaves a sense of personal loss. 


C. A. BIGNOLD, M.B., Ch.B., B.Sc. 
The obituary of Dr. C. A. Bignold was published in the 
Journal of December 31 (p. 1961). 


C. A.D. writes: During the years of his tenure of the 
office of medical officer of health of Ayr County Dr. Bignold 
built up a magnificent district nursing service which can serve 
as a model for any area. This service, so far as the care 
of women and children was concerned, was and is second 
to none in Scotland. Such a service, of its nature, was 
incomplete without hospitals, and because of the distance of 
his area from adequate hospital facilities Dr. Bignold early 
appreciated the need for consultant services, especially in 
obstetrics and gynaecology and in the care of sick children. 
His efforts in this direction led to the establishment of the 
present excellent maternity and children’s hospitals in the 
county. In other spheres his efforts to prevent and combat 
diphtheria were begun early. He also had effective services 
to prevent and combat tuberculosis in human beings and in 
cattle. These various services are still living monuments to 
his foresight and wisdom. 

Dr. Bignold was one of the kindest of men, never too busy 
to receive friends and to discuss with them his own and 
their problems with a mind always open to new ideas. To 
one of these visitors to his area his memory will always be 
a treasured one. Our sympathy goes out to his son and 
daughter, who have been doubly bereaved by his death so 
soon to be followed by that of his wife. 


A. C. WELCH, M.B., Ch.B. 


The obituary of Dr. A. C. Welch was published in the 
Journal of January 7 (p. 59). 


“ SOMNIFACTOR ” writes: Several years prior to the recent 
war it was my privilege to act as part-time assistant to Cedric 
Welch in a large and busy general practice, and it was soon 
obvious to me that, in addition to being a first-class doctor, 
he was a kind, generous, and essentially fair man. There 
was nothing mean or paltry about him, he took endless 
trouble over details of diagnosis and treatment, and his 
kindness to his patients was well known. He was generous 
to a degree, and he especially enjoyed Christmas, when he 
could spend time at home with his wife, his daughter, and 
his many friends. He was essentially a human and under- 
standing man: he bore illness with exemplary fortitude, 
and in his passing one deplores the loss of this sincere, 
conscientious man, and of a very true Christian. 


Sir GEOFFREY JEFFERSON, C.B.E., M.S., F.R.C.P. 
F.R.C.S., F.R.S. 

The obituary of Sir Geoffrey Jefferson was published 

in the Journal of February 4 (p. 365). 

H. K. A. writes: May I add to your notice some personal 
reminiscences of the late Sir Geoffrey Jefferson, whom I 
was privileged to know for 40 years? I have always con- 
sidered him the most erudite man I have ever met. There 
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was a completely relaxing effect in hearing that calm, almost 
hypnotic, level-toned voice discussing such a variety of the 
aspects of life. They often ranged from either code of 
football to music, architecture, painting, politics, and 
philosophy. To listen to him was always stimulating and 
illuminating. He had the great gift of communicating his 
own insatiable thirst for knowledge to all who were trained 
as his disciples in neurosurgery. 

Two memories are outstanding. The first when, as a 
comparatively young man, newly appointed to the staff of 
Manchester Royal Infirmary, he was suffering all the frustra- 
tion that a genius in a hitherto unrecognized specialty could 
suffer at the hands of his colleagues, who had grudgingly 
admitted his right to consultant status at a teaching hospital, 
he chose as his forum for attack the annual dinner of the 
Medical School of the University, and made one of the 
finest speeches I have ever heard. It was based on Newman's 
Apologia and compelled many of his hearers (myself 
included) to hasten to read the original. From that moment 
the opposition melted away and he was able to plan his 
department to his heart’s desire and thus enrich the whole 
sum of medical knowledge. 

The other memory was when he was involved in one of 
the most dramatic incidents I have ever seen in an operation 
theatre during the past 35 years. He was operating on a 
child with a brain abscess one Sunday night when he 
suddenly dropped his knife, took a step back, and stood, like 
Lot’s wife, rooted to the spot. His face was contorted with 
pain so severe that he was unable to speak or to disclose 
the site of it for several minutes. Then he gasped, “ My 
back.” It took an hour to get him home, after a sedative, 
so acute was his lumbago. He was more comfortable sitting, 
and Lady Jefferson bade us to stay to supper. “ Geoff” held 
us fascinated by a discussion on Mahler, insisting on some 
of his records being played, and then asked us to help him 
to bed. This was a slow and painful process, and after it 
was accomplished he asked me how long he would be 
incapacitated. When I told him it would be at least a 
fortnight, his only reaction was to worry about the welfare 
of his patients, for at that time he had no junior staff 
except a share of a newly appointed house-surgeon. 

“ Geoff,” as he was affectionately known to generations 
of students and a host of friends, was a whole man in every 
sense of that word, and all will mourn his passing. 


We record with great regret the death on February 10 
of Lady Jefferson, widow of Sir Geoffrey Jefferson. 


Medical Notes in Parliament 


HEALTH CHARGES CONTROVERSY ENDS IN 
“GRAVE DISORDER ” 


[FROM OUR PARLIAMENTARY CORRESPONDENT] 


The exhilaration of being able to speak with one voice 
and uninhibited vehemence, which the Health Service charges 
brought to an Opposition debilitated by disunity on other 
issues, carried the Labour Party beyond lusty and sustained 
conflict with the Government into collision with the 
Chair. So it happened that the official record of the 
Commons proceedings ended at 1.20 a.m. on Thursday, 
February 9, with a sentence that has not been seen for 
decades—“ Grave disorder having arisen: in the House, Mr. 
Deputy-Speaker adjourned the House without question put.” 


Censure Motion 


Much old ground was covered when the censure motion 
deploring.the new charges “as clearly indicating the deter- 
mination of the Government to undermine the Health 
Service” was debated. Mr. GEORGE BROWN, as deputy 
leader of the Labour Party, led the attack in a speech that 
lasted an hour. He nailed the Party’s colours firmly to 


the mast—‘“a comprehensive medical service, free to the 
patient at the point of need, and with one standard for all 
the sick.” Against this, the Tory conception, as he described 
it, was to provide an ambulance service for the wretched, 
but not comfortable, and not too easy to get lest some 
might thumb a ride when they should walk. The Minister 
of Health had said the total cost of the Service could not 
be allowed to go on increasing at so high a rate. In real 
terms the advance in expenditure over 11 years had been 
22%—2% a year. Were they really to say that the nation 
could not put an extra 2% a year into the Health Service ? 
The Minister had said that unless expenditure was cut they 
could not go on with development of the hospital service. 
The hospital building programme provided for an increase 
of £5m. a year from now until 1965-6. Yet the Minister 
proposed to take back through these charges £65m. a year. 
The Minister had said these proposals were needed to 
prevent waste. If the waste was in the drug bill the Minister 
should go for the pharmaceutical industry. But he found 
it easier to take it out of mothers and children and the sick. 
The doubling of the prescription charge would constitute a 
built-in deterrent to those seeking treatment; it would 
encourage them to try self-medication ; it was a penalty on 
the chronically sick. The Health Service was no longer 
free at the point of need, and was no longer financed on 
the basis of the ability to pay. 
Minister’s Reply 

The Minister’s reply also took an hour to deliver. The 
first part was a long review of the development and pros- 
pects of the Health Service, in reply to the accusation that 
it was being undermined. Taking first the hospital service, 
Mr. ENocH PowELt spoke of a dramatic increase in staffing: 
10% more doctors in post in the last five years, 13% more 
full-time nurses, and 35% more part-time. The Platt Report 
on staffing would be published next month, and this would 
be followed by immediate consultations with the profession 
on the recommendations. This year a new phase had been 
opened in the history of the hospital service by asking 
authorities to plan ahead with the full view of 10 to 15 
years’ building work. For the middle of the decade the 
basis had been taken as £50m. annual expenditure, but 
beyond that no financial limitations had been placed on the 
plans which the Government expected hospital authorities 
to put forward. 

They were facing a period in which the pattern of the 
hospital service would in some respects have to be radically 
altered, which would mean giving up many old habits and 
associations. The prospect of being able to look forward 
to developments in terms of decades had already revolu- 
tionized the morale of the service. The new hospital plan 
would spell out the direction in which local health and 
welfare services must be expanded to support the hospital 
service. 

From the local authority service the Minister turned to 
the general practitioner service, in which he said there had 
been in the past five years am increase of 5%, and an 
improved distribution of family doctors reflected in the 
fact that since 1952 the population in under-doctored areas 
had fallen from 21 millions to nine millions. 


Underpinning, Not Undermining 


All this had been delivered to an increasingly restive 
House, and the Minister was compelled to assert that it was 
these records and these prospects that were his answer to 
the charge that the Government were determined to under- 
mine the Service. On the specific proposals, which he 
defended in turn, Mr. PoweLt said that even after the 
proposed changes were made the net cost of the Service 
to the Exchequer would be increased over three years by 
about 20%. That could not continue without development 
being limited or adjustment being made in the financing. 
To adjust the finance was not under-mining the Service, 
but under-pinning it. 

While dealing with the prescription charge Mr. POWELL 
stated that the new, voluntary price-regulation scheme had 
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opened the means of effective negotiation with the pharma- 
ceutical industry which was being vigorously pursued. A 
number of other measures would be taken in coming months 
which would assist in economical prescribing within the 
general medical service and within the full professional 
discretion of the medical profession. Mr. HAROLD WILSON 
(Huyton, Lab.) asked: Will the Minister insist on getting 
full costing from firms who are taking so much of the 
taxpayers’ money? Will the Ministry insist also that they 
limit their advertising expenditure, and open up their patents 
to the Crown? Mr. Powe: The negotiations will involve 
discussions on and disclosure of costs. The Government 
will not overlook any genuine possibility of securing a true 
economic price for the drugs supplied through the 
pharmaceutical services. 


Other Views 


The Liberal Party standpoint, as expressed by Mr. A. 
HoLt (Bolton, West), was not against charges as such, but 
what should the charges be and what would be their effect 
on the general purpose of the Service. The prescription 
charge would not achieve a true economy. If economy was 
the aim, drugs should be available free to a wider range of 
low-income groups, and the remainder should pay a per- 
centage charge, not a flat rate. Alternatively, most 
prescriptions could be made up from the British National 
Formulary and supplied free, and the full price charged 
to those who wanted proprietary brands. He also advocated 
further study of a progressive form of social security tax 
which would cover the whole cost of all welfare services. 

Miss JeNNic Lee (Cannock, Lab.) forecast that it would 
soon be official Labour Party policy that medicines should 
be manufactured and distributed under proper conditions 
of public ownership and control. 

Dr. Dickson Mason (Greenock, Lab.) was the only 
medical M.P. who was called in this debate. He claimed 
that every doctors’ organization which had had time to 
consider them had come out against these charges, One of 
the most galling things to doctors was the fact that the 
sum Parliament had voted to meet the Pilkington award 
on doctors’ pay was the same as the amount to be raised by 
the higher prescription charge—the doctors seemed to be 
getting a rise because the patients would be paying 2s. 
instead of 1s. 


Mr. KENNETH ROBINSON (St. Pancras North) made his » 


debut as Labour’s front-bench spokesman on health subjects. 
He regarded it as a Pavlovian reflex of Conservative Govern- 
ments in economic difficulties to cut the social services, and 
the Health Service first. There would be some saving on 
the drug bill through people not seeking the treatment they 
needed, but that would be more than offset by increased 
over-prescribing, and the only beneficiaries from the 
increased charge would be the manufacturers. He accused 
the Minister of having a bleak and blinkered attitude to 
people, as if he regarded them as statistical entities and 
consumers of Exchequer funds; austerity fitted him like 
a hair shirt. The cheers which had been rising during this 
speech turned to jeers and noise during the 20 minutes when 
Sir Epwarp BoyLe made the Government reply, in which 
he said that the Civil Estimates which last year showed an 
increase of some £342m. would again have showed this 
year an increase of well over £300m. but for the increased 
charges. 

That, except for two divisions, ended the censure debate 
that left the House facing the motion for the increased 
contributions Bill and its turbulent scenes. 


Second Reading of N.HS. Bill 


The debate on February 9 on the second reading of the 
National Health Service Bill, which gives effect to the 
alterations in charges and exemptions for dentures and 
spectacle lenses, was a quieter but no less controversial 
continuation of the dispute. It gave Dr. A. D. D. 
BROUGHTON (Batley and Morley, Lab.) and Mr. L. Pavitt 


*See Brit. med. J. Suppl., February 4, p. 38. 


(Willesden West, Lab.) an opportunity to register their 
protests, and Mr. KENNETH Lewis (Rutland and Stamford, 
Con.) to suggest that the National Health Service could be 
run without any charges at-all if an independent Health 
Service was encouraged to operate alongside it for the 
benefit of those who could or would opt out of the national 
Service. This Bill got through by 303 votes to 228, and was 
referred to a standing committee after the Opposition had 
unsuccessfully attempted to keep it on the floor of the 
House. 


DRUG ADVERTISEMENTS ON LT.V. 


Mr. C. P. MayHew (Woolwich East, Lab.) asked the 
Postmaster-General on February 8 what consultations he 
had had with the Independent Television Authority under 
subsection (5) of Section 4 of the Television Act, with a view 
to banning drug advertisements on Independent Television 
forthwith. Mr. R. Bevins: “ None, Sir.” Mr. MAYHEW 
asked if he was aware that the British Medical Association 
had now confirmed the suspicions of many viewers by 
stating that a number of medical advertisements on I.T.V. 
were bogus and misleading, and by recommending a ban on 
drug advertising on I.T.V.? Why, when the Minister had 
power to stop this very profitable abuse, did he constantly 
aid and abet it ? 

Mr. Bevins said he was well aware of the advice which 
the British Medical Association had put to the Pilkington 
Committee.* It was, in the first place, a matter for that 
committee to consider, and not for him, but in fairness he 
should point out that the I.T.A. was governed by the advice 
of its Advertising Advisory Committee, which included 
representatives not only of the British Medical Association 
but of the British Dental Association, the Pharmaceutical 
Society, and the Ministry of Health. The I.T.A. had 
repeatedly made it clear to the members of that committee 
that if they felt that the standards of advertising were being 
infringed they should say so to the I.T.A. 

Mr. W. R. WILLIAMS (Openshaw, Lab.) asked if they were 
to assume from that reply that up to the present, at any 
rate, the committee had not shown the same concern about 
this matter as had the British Medical Association. Secondly, 
in view of the general concern which was felt about this 
subject all over the country, did not the Minister think that 
he should remit this matter specially to the committee for 
its examination and reply ? Mr. BEVINS said the answer to 
the first part of this supplementary question was “ Yes.” 
The answer to the second part was that this was the first 
occasion on which the B.M.A. had expressed its view. 


Medico-Legal 


MEDICAL REPORTS FOR THE COURTS 
[From ouR LEGAL CORRESPONDENT] 


In a criminal case in the High Court of Justiciary in 
Edinburgh on December 23, 1960, Lord Wheatley delivered 
a reminder of the duty of doctors in selecting the matter 
which they include in medical reports for the use of a court 
(Glasgow Herald, December 24, 1960). 

The case concerned a man who was convicted on 15 
charges of indecent practices with nine youths over a 
period of four years in different parts of Scotland. A 
psychiatrist’s report was tendered on behalf of the accused 
man, in which the writer stated that the youths with whom 
the accused associated were already corrupted before the 
offences charged took place. Lord Wheatley interrupted 
to say that the court frequently received reports from 
psychiatrists in cases of that nature in which an opinion was 
frequently expressed purely on the history which the accused 
himself presented. ; 

“Such a history,” said Lord Wheatley, “ may be true or 
false ; it may be partly true and partly false, or it may be 
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highly coloured. If a doctor is going to tender a report for 
the benefit of the Court, it seems to me that it is only 
elementary that he should make some endeavour to satisfy 
himself that the facts on which it is based are well 
founded.” 

The report in this case merely adopted the accused’s 
statement that the youths were already corrupted: the Crown 
denied this statement. Lord Wheatley hoped that a more 
responsible attitude would be adopted by doctors in future. 


Facts and Opinions 


Doctors’ reports should be confined to facts observed by 
the writer, and the writer’s opinion as to the interpretation 
of those facts. What the accused says is a fact, which may 
indicate his state of mind, and the doctor may express an 
opinion as to the state of mind indicated by those words. 
He should not, however, express an opinion, or make any 
statement implying an opinion, as to the truth of those 
words without at least making some investigations as to their 
truth, and indicating in the report the facts found by those 
investigations. Where an accused has a line of defence or 
mitigation which is not medical he should be left to make 
it in court by himself or by his counsel. When a doctor 
strays outside the medical sphere in his report, his reliability 
on medical matters may be called in question. 


Universities and Colleges 


UNIVERSITY OF OXFORD 


Dr. E. S. Snell has been appointed to the May Readership in 
Medicine for seven years from October 1, 1961. 


UNIVERSITY OF CAMBRIDGE 


In Congregation on January 28 the following degrees were 
conferred : 

M.B., B.Cuir.—*P. F. Bates. 

M B.—*Hung Cheng, D. R. Bainbridge, F. ¥ Webb, E. D. G. 
Williams, *K. Lumsden, *Chin Cheung Chan, *J. H. Thornley, *Marjorie 
C. Doddridge, Mrs. Jane M. Robson. 


*By proxy. 


UNIVERSITY OF GLASGOW 


Professor L. J. Davis, Muirhead Professor of Medicine since 1945, 
has intimated his intention to retire on September 30, 1961. 

Professor C. M, Fleming has been appointed representative of 
the University on the General Medical Council for five years 
from February 1, 1961. 

The following appointments are announced: Dr. David Charles, 
Lecturer in Gynaecological Pathology; Dr. David H. A. Boyd, 
Lecturer in Materia Medica; Mr. Robert Shields, Lecturer in 
Surgery, and Dr. S. Bhandarkar, Research Assistant in Medicine, 
both at the Western Infirmary. 

The following resignations have been accepted: Dr. A. J. 
Watson, Lecturer in Pathology at the Western Infirmary, on his 
appointment to a teaching post in King’s College, Durham; Dr. 
J. A. Garrett, Assistant in Anatomy, on his appointment as 
Registrar in Surgery at Glasgow Royal Infirmary; Dr. W. D. 
Smith, Assistant in Materia Medica, on his appointment as Senior 
Medical Registrar under the Liverpool Regional Hospital Board. 


UNIVERSITY OF ABERDEEN 


Mr. James Kyle is to resign from the post of Senior Lecturer in 
Surgery on March 28, and Dr. David Bulmer from the post of 
Lecturer in Anatomy on March 31. Mr. Kyle has been appointed 
consultant general surgeon under the North-eastern Regional 
Hospital Board, Aberdeen, and Dr. Bulmer to a lectureship in 
Manchester University. 


UNIVERSITY OF EDINBURGH 


The status of honorary Lecturers in the Department of Ortho- 
paedic Surgery has been conferred on Mr. R. S. M. Ling and 
Mr. R. N. Tinning, Le in the Department of Psychological 
Medicine, on Dr. C. Kidd. 

The following SS oan are announced: Dr. Peter Edmond, 
Assistant in the Department of Clinical Surgery ; Dr. S. K. Niyogi, 


Assistant in the Department of Forensic Medicine; Dr. A. G. 
Donald, part-time Lecturer in the General Practice Teaching 
Unit; Dr. P. A, Yates, Dr. H. Montgomery (temporary), and 
Dr. J. N. Harcourt-Webster, Lecturers in the Department of 
Pathology. 

The appointment of Dr. W. S. A. Allan as Lecturer in the De- 
partment of Pathology is to terminate on March 31, 1961. 


UNIVERSITY OF LONDON 
The oeee degrees were awarded by the Senate on December 


M.D.—J. G. Lewis, D. B. Moffat, L. Roodyn. 

M.S.—N. G. Rothnie 

The following degrees were awarded in December, 1960: 

Pu.D.—In the Faculty of .4-" N. Joels, M.B., B.S., R. P. Michael, 
M.B., B.S., D.P.M., C. M. H. Pedler, M.B., B.S., S. Hanna Sadek, G 
Nicolis, Fay R. Stranack. 

The title of Sir William Collins Professor of Pathology in the 
University has been conferred on Dr. G. J. Cunningham in respect 
of his post at the Institute of Basic Medical Sciences. 

The title of Professor of Diagnostic Radiology in the University 
has been conferred on Dr. R. E. Steiner in respect of his post at 
the Postgraduate Medical School of London. 

The title of Sir William Collins Professor of Anatomy in the 
University has been conferred on Mr. G. W. Causey in respect 
of his post at the Institute of Basic Medical Sciences. 

The title of Reader in Anatomy in the University has been 
conferred on Dr. A. S. Breathnach in respect of his pest at St. 
Mary’s Hospital Medical School. 

The title of Reader in Clinical Rheology in the University has 
been conferred on Dr. D. G. Melrose in respect of his post at 
the Postgraduate Medical School of London. 


UNIVERSITY OF MANCHESTER 


The following appointments, all from October 1, 1961, are 
announced: Mr. A. G. Riddell, to be Reader in Surgery ; 
Dr. Albert Kushlick, to be part-time Lecturer in Social and 
Preventive Medicine ; and Dr. T. A. Cook and Dr. P. H. Fentem, 
to be Assistant Lecturers in Pathology. 

Dr. H. R. Havenga, at present temporary Tutor in Clinical 
Surgery, has been appointed Research Assistant in Surgery from 
November 24, 1961. 


UNIVERSITY OF BRISTOL 


M. S. Dunnill was approved at the examination for the degree 
of M.D. in January. 


ROYAL COLLEGE OF PHYSICIANS OF EDINBURGH 


At a quarterly meeting of the College held on February 7, with 
the President, Dr. J. D. S. Cameron, in the chair, the following 
were elected Members of the College : 

c. D. we” R. O. Murray, T. A. Lambo, J. Vahrman, I. D. 
Sameer Cc. Rajagopal, S. K. Sen, H. Patel, C. B. Macdonald, W. K. 
om H. o ‘White, A. Armstrong, . H. Davies, D. Kelleher, Tin U. 

L. Chakrabarti, N. D. W. Lionel, Jacobs, M. A. A. Khan, C. M. 
Kuruvilla, J. D. W. N. Morley, S. D. 
Bhandarkar, Dharmadasa, P. . Livingstone, S. S. Ghatak, S. K. Datta, 
D. K. M. Mody, N. Ma Khin Thaung Nyunt, 
V. C. Ratnesar, Shirley G. Ratcliffe. J . P. A. McManus, F. R. Orr, B. 
Simpson, G. W. Friedland, T. A. D. Michael, A. S. Abbasi, I. M. 
Breckenridge, O. P. Bahl, C. H. Bastomsky, L. Berman, R. Levy, P. R. 
Wikramanayake, K. K. Mallik. 


ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF 
GLASGOW 


The following candidates have been admitted Diplomates in Child 
Health of the Faculty: 

P. M. Barnes, D. G. Benakappa, H. Braude, Helen M. Dean, R. M. A. 
Fernando, Myrtle M. Flynn, Elinor J. Guthrie, S. A. H. Hosseini, Helen R. 
McKilligin, Jean R. Nairn, Margaret B. Ross, M. Y. Siddiqui, J. R. 
Srivastava, N. R. Surti, Lily Thomas, S. Ujjin, Khin Maung Win. 


ROYAL COLLEGE OF PHYSICIANS OF IRELAND 


At a meeting of the College, held on February 3, with the 
President, Dr. R. E. Steen, in the chair, the following were 
admitted to the Licence and Membership of the College: P. A. 
Browne, E. Murphy, W. A. G. MacCallum, and J. W. Nixon. 


ROYAL COLLEGE OF OBSTETRICIANS AND 
GYNAECOLOGISTS 


At a meeting of the Council of the College held on January 28, 
with the President, Mr. A. C. H. Bell, in the chair, Dr. Philip R. 
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Norris was appointed to give a William Blair-Bell Memorial 
Lecture in 1961. 
The following were elected to the Membership: 


K. R. Alimchandani, A. G. Amias, D. C. Beckingham, F. R. Betheras, 
P. C. Bhattacharjya, Eunice R. Burton, R Chandravadana, Sin Giap Chua, 
Evelyn Coates, Aileen F. Connon, K. Dar, D. A. Davey, C. S. Dawa, 
K. J. Dennis, P. L. C. Diggory, R. B. Dorofaeff, A. D. El-Tannier, 
J. A. L. F. Espitalier Noel, C W. Gale, A. Gangooly, A. Gillespie, H. 
Glietenberg, J. B. Gnanapragasam, Sek-Mun Goon, J. G. Griffiths, G. H. B. 
Hart, G. M. Johnstone, H. F. Jolly, K. S. Karai, M. J. A. Kelly, H. W. 
Kirkpatrick, W. A. Kirkpatrick, H. J. Kosasky, S. Kunstler, Wai-Chee Li, 
David Youn-Sen Liang, W. A. McIndoe, Ma Yin May, M. Mehra, Ma 
Khin Nu, U. N. Pathak, A. Penn, C. R. Porteous, Thelma Rasalam, Fay M. 
Rennie, W. J. St. E.G. Rhys, A. Roy, M. Said, Irene M. Salmon, 
Yvonne M. Salmon, J. I. Sanghvi, P. R. Sathyanadhan, E. Sayes, R. J. 
Seddon, N. K. Sen, S. P. Sen, P. C. Sen Gupta, A. A.-el-F. Shandall, 
A. V. Shenoy, R. V. Stephenson, S. K. Suppal, Muriel M. H. Sutcliffe, 
T. C. Svensen, Kyu Kyu Swe, I. P. Thew, G. R. Thoms, V. R. Tindall. 


Vital Statistics 


Influenza 


During the week ended February 4 influenza deaths in 
England and Wales rose to 1.219 from the previous week’s 
total of 699. In the corresponding week last year deaths 
from influenza amounted only to 36. Deaths from 
pneumonia (2,060) and bronchitis (1,889) were also higher 
than those of the previous week. Influenza remained 
prevalent in the North Midland and North-western Regions, 
but there were indications of a diminished incidence in the 
Midland Region. Up to February 4 the southern parts of 
England had not been so widely affected as the Midlands 
and North. New claims to sickness benefit showed 
substantial rises in most regions, though there was a slight 
decline in the Midlands. Influenza virus A2 has been 
isolated in many parts of the country. 


Diphtheria in London and Birmingham 


An outbreak of diphtheria has occurred among children 
attending a junior occupation centre for mentally retarded 
children in Kensington. Three children have died, three 
have the disease, and swabs from seven contacts have been 
found to be positive for C. diphtheriae (mitis). The children 
attending the occupation centre come from many parts of 
London, but all the above-mentioned cases are from the 
boroughs of Hammersmith, Paddington, St. Pancras, 
Kensington, and Islington. Dr. J. A. Scott, M.O.H. of 
London, has warned all general practitioners to be on the 
alert against diphtheria. 

In Birmingham there have recently been two cases of 
diphtheria in the Hockley area. One boy, aged 6, died on 
February 11 (the first death attributed to diphtheria in 
Birmingham since 1955), and a girl of the same age is ill 
with the infection. Nine potential carriers are also under 
investigation in hospital. 


Road Deaths in November 


In November, 1960, 695 people died as a result of road 
accidents, 70 more than in November, 1959. The numbers of 
children killed (61) and of drivers and passengers of cars 
and other four-wheeled vehicles (165) were both high com- 
pared with the same month in the previous year. The tota! 
number of killed and injured in November, 1960, was 
30,666, an increase of just over 9% compared with the 
corresponding month the year before : the volume of motor 
traffic had increased by about 6%. 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1951-9 are shown thus ------ , the figures for 
1960-1 thus Except for the curves showing notifica- 


tions in 1960-1, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Industrial Accidents and Diseases 


The number of workpeople (other than seamen) in the 
United Kingdom whose deaths from accidents in the course 
of their employment were reported in December was 115, 
compared with 89 in the previous month and 93 in 
December, 1959. 

The number of cases of industrial disease in the United 
Kingdom reported during December were as follows: 
lead poisoning 6, mercurial poisoning 1, aniline poisoning 1, 
anthrax 2, epitheliomatous ulceration 16, chrome ulceration 
33, total 5°. There were no deaths. 


Venereal Diseases 


In England and Wales during the quarter ending 
September 30, 1960, 983 new cases of syphilis were reported 
as attending the clinics, as compared with 960 the previous 
year. Of these, 278 (205 in the corresponding quarter last 
year) were classified as primary, secondary, or latent in the 
first year of infection. Four cases of congenital syphilis in 
children aged under 1 year were reported and 73 in persons 
over that age. New cases of gonorrhoea (with corresponding 
1°59 figures in parentheses) numbered 9,462 (9,224), of 
chancroid 73 (57), and of non-gonococcal urethritis (males 
only) 6,347 (5,952).—Monthly Bulletin of the Ministry of 
Health, January, 1961. 


Infectious Diseases 


Areas where the numbers of notifications were high in the 
latest two weeks for which figures are available. 


Week Ending 
Measles Jan. 28 Feb. 4 
Sunderland C.B. ic 285 
Kent AS ... 604 755 
London ... .. 1552 2668 
Middlesex ... 647 826 
Norwich C.B. ... ar ee ies 38 161 
Newcastle upon Tyne C.B. ... sas 33 144 
Nottinghamshire ... 517 
Peterborough, Soke of ... 175 
Lowestoft M.B. 48 171 
Warwickshire ... 664 797 
Yorkshire East Riding ... 308 
Kingston upon Hull C.B. _... reo: 264 
Yorkshire West Riding ... 1,517 
Swansea C.B. ... 200 
Dysentery 
Durham ... 5 60 
Darlington R.D. 0 36 
King’s Lynn M.B. 0 12 
Yorkshire West Riding ... 130 
Leeds C.B. 23 31 
York C.B. 8 18 
Colne Valley U.D.... 24 18 
Thorne R.D.... 1 13 
Food Poisoning 
Flintshire ... 0 24 


INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending January 28 
(No. 4) and corresponding week 1°60. 


Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the whole of England and 
Wales (London included), London administrative county, the 17 principal 
towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
Principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 


& 1961 1960 
CASES 
| 
Diphtheria 4) 1) Of 2) 8] “al 2 
Dysentery .. | $30, 32, 152) 3) 41 1,092 130 273. 
Encephalitis, acute; 3 | 0| | 2 0 | 
Food-poisoning ..| 95, 22| 1| | 27) 17 0 
Infectiveenteritisor| | | | | | || 
13 
Measles* .... |14,743|1852| 382| 349/381] 1,200, 29 
Ophthalmia neona- | | | | 
torum | 14, 2 1} 1 $ 0 
Pneumoniat .. | 1,121; 54| 313| 17/10€] 32244 10 4 
Puerperal fever’ .. 194) 369! | 234] 33) 18) 
Scarlet fever... | 32) 45, 26| 14 1,265) 56) 115 _38) 37 
. Non-respiratory | 49 6; 12) 1 60 ome 
Whooping-cough 937! 53 “122 32 967, 114 “160 60 
1961 1960 
DEATHS fle 
Diphtheria of of of of of Of OF 
Encephalitis, scute| | Of 
Enteric fever | 0 0} O| oO} 
| | | 
2years.. ..| of af ato 9} 2] of of 
Influenza . . | 7) 3) 5) 33] 43) 2) 
Scarlet fever... | | 0 o| o| o| o 
Whooping-cough | 1 of ~ of of 
Deaths (excluding ! 
stillbirths) | 16,061'1108 210} 322] 11,689] 948] 734] 153) 192 
LIVE BIRTHS .. 14,400] 1270 1001] 440 
STILLBIRTHS. 204) | 16, 24) | 


* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and influenza! pneumonia. 
§ Includes puerperal pyrexia. 
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World Health Assembly 

The World Health Assembly which was opened in New 
Delhi on February 7 by the Prime Minister of India, Mr. 
NEHRU, is discussing, among other subjects, W.H.O. 
assistance to the Congo, smallpox eradication, the world-wide 
campaign for the eradication of malaria, and radiation 
health. It will also consider W.H.O.’s programme and 
budget for next year. 


Award to Sir Gordon Covell 

The Darling Foundaticn Medal and Prize for contributions 
to research in malaria has been awarded by the World 
Health Organization jointly to 
Major-General Sir GORDON 
CoveLL, formerly of the Indian 
Medical Service and director of 
the Malaria Reference Labora- 
tory (Medical Research Council), 
Horton Hospital, Epsom, and 
adviser on malaria to the 
Ministry of Health, and to Dr. 
ARNOLDO GABALDON, of Vene- 
zuela. The prize was presented 
at the Fourteenth World Health 
Assembly. 

Sir Gordon, who was born in 
1887, was educated at King’s School, 
Canterbury, and Guy’s Hospital. 
He is late director of the Malaria 
Institute of India, and was honorary 
physician to King George VI. He was appointed C.L.E. in 1939, 
and knighted in 1946, 


World Health Day 
The theme of this year’s World Health Day, to be held 
on April 7, is ‘“ Accidents and their Prevention.” 


Analysis of Sickness Records 

On the recommendation of the Medical Research Council 
the Ministry of Pensions and National Insurance is to 
prepare an analysis of the sickness records of a sample of 
the insured population covering the year beginning on 
June 5, which will enable the nature and extent of incapacity 
for work in different occupations and in different areas to 
be compared. The sample will cover 5% of employed men 
and 24% of insured employed women. It is hoped that this 
inquiry will provide research workers with a picture of the 
distribution of illness in the working community, and will 
help in the study of ‘such illnesses as bronchitis, mental 
disorders, and rheumatism and arthritis, which between them 
account for more than a quarter of the sickness recorded 
among the working population. 


Hospital Building Notes 

Accommodation for Nursing Staff (Note No. 7) and Ward 
Units (Note No. 4) in the Ministry of Health’s series, 
Hospital Building Notes, have now been issued and can be 
obtained from H.M.S.O., price 1s. 3d. and Is. 6d. net 
respectively. 


Food Standards Committee to Review Food Additives 

A review of solvents and flavouring agents is to be 
undertaken by the Food Additives and Contaminants Sub- 
committee of the Food Standards Committee. The 
committee will advise Ministers on the need for regulations 
to control the use of these substances in food and in the 
preparation of food. Organizations wishing to submit 
written evidence on the nature, use, or possible harmful 
effects of these substances should write to the Joint 
Secretary, Food Standards Committee, Great Westminster 
House, Horseferry Road, London S.W.1, by May 8. 


Agricultural Chemicals Approval Scheme 

The first list of approved products has been issued under 
the voluntary Agricultural Chemicals Approval Scheme 
(Insecticides, Fungicides, and Herbicides). The precautions 
necessary in using a chemical are included where appro- 
priate. The list will be published each year on February 1, 
and copies may be obtained free of charge from Ministry of 
Agriculture, Fisheries and Food (Publications), Ruskin 
Avenue, Kew, Surrey, or any of the Ministry’s Regional and 
Divisional Offices. 


Farmers’ Lung 

The Ministry of Agriculture, Fisheries and Food is 
advising farm workers to wear a mask when handling dried 
mouldy hay or corn to lessen the possibility of contracting 
farmers’ lung. Such crops are particularly likely to be 
infected with fungus after a wet season. 


Burns Unit at Great Ormond Street 

A burns unit providing a 24-hour service for the treatment 
of burned children up to the age of 12 years was opened 
recently at the Hospital for Sick Children, Great Ormond 
Street. It consists of a ward of three beds and three single- 
bed cubicles in which patients can be isolated. A separate 
room is equipped with positive-pressure ventilation in which 
dressings can be done under general analgesia. Professor 
A. W. WILKINSON, Nuffield professor of paediatric surgery, 
is in charge of the unit. 


“ Sabouraudia ” 

The first issue of Sabouraudia, the new quarterly journal 
of the International Society for Human and Animal 
Mycology, has recently been published. It takes its name 
from Raimond Sabouraud (1864-1938), noted for his studies 
on the part played by fungi in skin disease. The subscription 
rate is £4 ($12) post free, and inquiries should be addressed 
to the publishers, E. and S. Livingstone Ltd., 15-17 Teviot 
Place, Edinburgh 1. 


Massachusetts General Hospital 

The Massachusetts General Hospital, the oldest teaching 
hospital in New England and the original teaching hospital 
of the Harvard Medical School, commemorated the 150th 
anniversary of the signing of its charter with a three-day 
celebration beginning on January 31 (see annotation at 
p. 486). In an article in the New England Journal of 


The Bulfinch Building, the original structure of Massachusetts 
General Hospital. 

Medicine (January 26, p. 174) Professor J. H. MEANS traces 
the history of the hospital, which started with a circular 
letter sent in 1810 to’several influential Boston citizens. The 
letter began, “It has appeared very desirable to a number 
of respectable gentlemen, that a hospital for the reception 
of lunatics and other sick persons should be established in 
this town.” The cornerstone of the original building, the 
Bulfinch Building, was laid in 1818, and the first patient was 
admitted in 1821. To-day the hospital has 900 beds, over 
20 buildings, and more than 4,000 people contribute to the 
care of the patients. (Photo by courtesy of Massachusetts 
General Hospital.) 


Hunterian Society 

The annual dinner of the Hunterian Society, celebrating 
the 233rd anniversary of the birth of John Hunter, was 
held at the Savoy Hotel on February 9, with the president, 
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Dr. GorDON B. MITCHELL-HEGGs in the chair. The toast to 


the Society was proposed by Marshal of the Royal Air 
Force, Sir WitiiAM Dickson, and in his response Dr. 
MITCHELL-HEGGs reported on the year’s activities, mention- 
ing that the attendance at the dinner—over 300—was a 
record. In proposing the health of the Lord Mayor and 
Corporation of the City of London, Dr. D. C. Norris 
described the help given by Lord Mayors through the 
centuries to some of London’s great teaching hospitals. 
In his reply, Sir BERNARD WALEY-COHEN briskly remarked 
that he was delighted to hear of the magnificent generosity of 
his predecessors. Dr. OSWALD SAvaGE proposed the health 
of the guests, and Sir JoHN WOLFENDEN, in a scintillating 
speech in which one topic followed another in quick 
succession, found occasion to assert, “1 put my money on 
the family doctor.” 


Central Middlesex Hospital Research Prizes 

Prizes of £50 each have been awarded to Dr. H. F. W. 
PripRAM (department of radiology, University Hospital, 
Edmonton, Canada) for a paper on “ Angiographic Appear- 
ances in Acute Intracranial Hypertension,” and to Dr. T. L. 
Dormanpy (St. George’s Hospital, London) for a paper on 
“ Familial Fructose and Galactose Intolerance” (with R. J. 
Porter) and “Screening Test for Inborn Errors of Carbo- 
hydrate Metabolism” (with S. Lock). 


International Society for Clinical and Experimental 
Hypnosis 
Dr. J. A. HADFIELD has been elected president and Dr. 
M. J. FENTON honorary secretary of the British National 
Division of the Society. 


United States Aid to Britain 

The United States National Institute of Health allocated 
more than $900,000 last year for medical research at 
universities and scientific institutions in Great Britain. The 
largest of the 33 grants—$200,000—went to the Chester 
Beatty Research Institute for work on cancer chemotherapy 
and carcinogenesis under the direction of Professor A. 
Happow. 


Grants, Gifts, and Bequests 

The Royal Free Hospital has been given £100,000, in the 
form of a trust to be called the Peter Samuel Royal Free 
Trust, by the Hon. PETER SAMUEL, chairman of the hospital’s 
board of governors and a member of its medical school. The 
income of the trust is to be used by the hospital and medical 
school for research purposes, and in certain circumstances 
the capital can also be so used. The three fixed trustees 
will be the dean of the medical school and the chairmen of 
the medical and finance committees. 

Scottish hospitals have been left £122,000 under the will of 
the late Mr. ALEXANDER Epwarps, distiller and landowner. 

The Ford Foundation has made a grant of $440,000 (about 
£156,000) to support a 15-year programme of research into 
the reproductive physiology of monkeys in the department 
of anatomy, Birmingham University. Under the direction 
of Professor Sir SoLLY ZUCKERMAN, work of this nature has 
been one of the department’s main interests over the past 
15 years. 


People in the News 

Baroness SUMMERSKILL of Ken Wood in the County of 
London is to be the name, style, and title of the former 
Dr. SUMMERSKILL. 

The President of the Italian Republic has conferred on 
Dr. Haro_p Avery the title of Commendatore. Dr. Avery 
has been physician to the Italian Hospital in London for 
over 25 years. 

Mr. DeNzit FREETH, Conservative M.P. for Basingstoke, 
has been appointed Parliamentary Secretary to the Minister 
for Science. 

Mr. H. ROSENSTEIN, F.Ch.S., has been appointed principal 
of the London Foot Hospital in succession to Mr. H. E. 
Wacker, F.Ch:S. 


-General Board of Control for Scotland). 


COMING EVENTS 


National Association for Mental Health (Northern 
Branch).—Conference, “Hostels in Connexion with the 
Mental Health Act,” February 21, 10 a.m. to 4.30 p.m., Civic 
Hall, Leeds. Details from N.A.M.H., 29 Queen Anne 
Street, London W.1 (WEL 1272). 


B.B.C. T.V.—‘ Your Life in Their Hands” (1961). 
February 22, Charing Cross Hospital, “ About Gall-stones 
and their Treatment ” ; March 1, Queen Charlotte’s Maternity 
Hospital, “Exchange Transfusion in the Newborn” ; 
March 8, St. George’s Hospital Group (Atkinson Morley’s), 
“ Surgical Treatment of Parkinsonism” ; March 15, Central 
Middlesex Hospital, “ Gastric Haemorrhage”; March 22, 
St. Mary’s Hospital, “High Blood Pressure and the 
Kidney ” ; March 29, Hammersmith Hospital, ““ Open Heart 
Surgery.” For times of programmes see Radio Times. 


Institute of Urology.—Weekend course, “ Medical Aspects 
of Renal Diseases.” March 3-5. See advertisement p. 60. 


Association of School Medical and Dental Officers of 
Scotland.—Annual general meeting, March 4, 10.30 a.m., 
Board Room, Education Offices, 129 Bath Street, Glasgow. 
Professor G. PoNTECORVO, F.R.S. (Genetics Department, 
Glasgow University), “Prospects in Human Genetics.” 
Details from Dr. M. P. Menzies, Rosmaris, 34 Rhannan 
Road, Glasgow S.4. 


National Association for Mental Health.—Annual Con- 
ference, ““ Everybody’s Business: Emerging Patterns for the 
Mental Health Services and the Public,” March 9, 10, 
Assembly Hall, Church House, Westminster, London S.W.1. 
Official opening by the Minister of Health, Mr. ENocH 
PowELL. Details from N.A.M.H., 39 Queen Anne Street, 
London W.1. 


Royal Institute of Public Administration (Edinburgh) and 
East of Scotland Regional Group.—Conference, “ Mental 
Health Services,” March 16-18, Peebles Hotel Hydro, 
Peebles. Chairman: Sir HUGH Rose (commissioner of the 
Speakers will 
discuss the new legislation in relation to its background ; 
the hospital service ; the community. Details from R.1.P.A. 
at 76a New Cavendish Street, London W.1, or 20 Cockburn 
Street, Edinburgh 1. 


Refresher Course in Child and Family Psychiatry.— 
March 20-24, department of child and family psychiatry, 
Ipswich and East Suffolk Hospital. Approved by Cambridge 
University for Ministry grant for general practitioners. 
Details from Secretary, 23 Henley Road, Ipswich. 


Biochemical Society.—S0th anniversary meeting, March 
27-29. Programme includes symposium on “ Structure and 
Synthesis of Macromolecules” and Hopkins Memorial 
Lecture by Sir HANS Kress, F.R.S. Details from Dr. W. J. 
WHELAN, Lister Institute of Preventive Medicine, Chelsea 


Bridge Road, London S.W.1. 


Family Planning Association.—-Training service for 
medical practitioners. Details on advertisement p. 61. 


Department of Preventive Medicine and Public Health, 
Sheffield University——One-day conference for industrial 
medical officers, “Accidents and Rehabilitation,” April 15. 
Details from Professor J. KNOWELDEN at the University, 
Sheffield 10. 


Society of Chemical Industry (Fine Chemicals Group).— 
Annual general meeting, April 21, 6.30 p.m., 14 Belgrave 
Square, London S.W.1. Professor F. BerGeL, F.R.S.: 
““Newer Developments in Carcino-chemotherapy.” 


Indian Medical Association—Annual dinner and dance, 
April 27, 7.30 p.m., Carlisle Suite, Cumberland Hotel, 
Marble Arch, London W.1. Guests of honour: Professor 
J. McMicnwaet, F.R.S., and Mrs. MCMICHAEL. All Indian 
doctors are welcome with their guests. Tickets (37s. 6d. 
per head) from Dr. S. KARaNI, 128 Harley Street, London 
W.1. 
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SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, February 20 


HUNTERIAN Society.—At Livery Hall, Guildhall, London E.C., 8.30 p.m.. 
Hunterian Oration by Sir Cecil Wakeley: New Light on Hunter’s Life and 
Achievements. 

LiverPOOL UNiveRSsITY: FACULTY OF Mepicine.—At Large Lecture Theatre, 
New Medical School, 5.15 p.m., Professor H. W. Mossman (Wisconsin, 
U,S.A.): Glandular Tissues of the Mammalian Ovary. 

LonDON University.—At London School of Hygiene and Tropical Medicine, 
5.30 p.m., special university lecture by Dr. H. B. G. Robinson (Kansas 
City): Some Effects of Ageing on the Oral Structures. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. Brian Ackner: 
Psychiatric Aspects of Epilepsy. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND.—S p.m., Ophthalmology Lecture 
by Professor A. Sorsby: Experimental Degeneration of the Retina and its 
Clinical Implications. 


Tuesday, February 21 


BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. R. W. Riddell: Fungi 
Causing and Complicating Human Disease. 

ILFORD MepicaL Society.—At King George Hospital, Ilford, 8.45 p.m., Dr. 
Francis Camps: Case of Emmett Dunn. 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. Brian Russell: Cutaneous 
Tuberculosis. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., Mr. Kenneth McLay: 
Tests of Acoustic Function (). Open lecture and demonstration for 
trainees in the speciality. 

Ostex CLuB.—At 26 Portland Place, London W., 8.15 p.m., Sir Philip 
Manson-Bahr: Osler’s Intervention in the Malaria Story. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND.—S5 p.m., Ophthalmology Lecture 
by Professor A. Sorsby: Nature of Refractive Errors—Present Position. 
St. Mary’s Hospital MepicaL ScHOOL.—At Lecture Theatre, Wright- 
Fleming Institute, 5 p.m., Professor Ian MacGillivray: Blood Pressure in 

Pregnancy. 

West END HospitaL FOR NEUROLOGY AND NEUROSURGERY.—5.30 p.m., Mr. 

J. Minton: Ocular Manifestations in Clinical Neurology (Part ID. 


Wednesday, February 22 


DurHAM UNIVeRSITY.—At Royal Victoria Infirmary, Newcastle upon Tyne, 
5.30 p.m., Grey-Turner Lecture by Sir Geoffrey Keynes: History of 
Myasthenia Gravis. 

INSTITUTE OF DeERMATOLOGY.—5.30 p.m., Dr. R. W. Riddell: Laboratory 
Diagnosis of Fungous Infection of the Skin. 

INSTITUTE OF DISEASES OF THE CHEST.—S p.m., Dr. F. H. Scadding: 
Delayed Resolution in Pneumonia. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., Mr. Kenneth McLay: 
Tests of Acoustic Function (If. Open lecture and demonstration for 
trainees in the specialty. 

INSTITUTE OF UrOLOGY.—-4.30 for 5 p.m., Mr. H. G. Hanley: Male 
Infertility. 

MANCHESTER MepicaL Society.—At Manchester Medical Schoo! (Large 
Anatomy Theatre), 4.30 p.m., meeting of Fellows. Professor N. M. Dott: 
Surgical Neurology. 

POSTGRADUATE MepicaL SCHOOL OF LONDON.—2 p.m., Dr. J. F. Loutit: 
Radiation and Leukaemia. 

Royat Free Hospitat, Gray's Inn Road, London W.C.—5.15 p.m., Dr. 
Morton Grossman (Los Angeles): Gastro-oesophageal Reflux. 

Roya Society or HeaLtH.—At Wicksteed Park Pavilion, Kettering, 10 a.m., 
Dr. W. E. Scott: Group Industrial Health Services; Dr. C. Milliken 
Smith; Footwear and Feet Defects. 


Thursday, February 23 


BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. A. G. Everson Pearse: 
Enzyme Histochemistry and its Biochemical Alignments. 

INSTITUTE OF DERMATOLOGY.—S.30 p.m., Dr. F. R. Bettley: Parasitic 
Infestations. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., Mr. Kenneth McLay: 
Tests of Vestibular Function (4). Open lecture and demonstration for 
trainees in the specialty. 

LIVERPOOL MEDICAL INSTITUTION.—Joint meeting with Liverpool! Paediatric 
Club. Incidence of Congenital Deformities. 

LonDON JEWISH HospPitaL Mepicat Society.—At Medical Society of 
London, 8.15 p.m., Mr. Leslie Oliver and Mr. Hastin Bennett: Surgical 
Treatment of Parkinson’s Disease. 

Lonpon UNiversity.—(1) At King’s College, Strand, W.C., 5.30 p.m., 
special university lecture in pharmacology by Professor G. B. Koelle 
(Pennsylvania): Acetylcholinesterase in Synaptic and Neuroeffector Trans- 
mission, (2) At Guy's Hospital Medical School, St. Thomas’s Street, 
S.E., 5.30 p.m., special university lecture in physiology by Dr. M. I. 
Grossman (Los Angeles): Regulation of Pancreatic Secretion. 

RoyYAL COLLEGE OF SURGEONS OF ENGLAND.—5 p.m., Hunterian Lecture by 
Professor C. E. Drew: Profound Hypothermia in Cardiac Surgery. 

Roya Soctety.—4,30 p.m., Sir Gordon Sutherland, F.R.S.: Some Recent 
Developments at the National Physical Laboratory. 

St. ANDREws UNIvVERSITY.—At Physiology Department Lecture Theatre, 
5 p.m., Professor R. Milnes Walker: Portal Circulation. 

St. Georce’s HospPiraL MEDICAL SCHOOL.—5 p.m., Dr. Hamilton Paterson: 
postgraduate demonstration in neurology. 

SocieTy OF MEDICAL OFFICERS OF HEALTH: Home CouNnTIES BRANCH.—At 
London School of Hygiene and Tropical Medicine (Room 310), 2.45 p.m., 
Mr. J. V. Bingay: Dental Auxiliaries—An Experiment. 

University COLLEGE LONDON: DEPARTMENT OF BIOCHEMISTRY.—At 
Physiology Theatre, Gower Street, W.C., 5 p.m., public lecture by Dr. 

. J. Whelan: Recent Advances in the Chemistry and Biochemistry of 
Glycogen and Starch—(1) Structure and Biosynthesis. 


Friday, February 24 

GaLenicats.—At Royal Fort. Bristol, 5.30 p.m., Mr. H. G. Ungley: 
Impressions of Surgery Abroad. 

@institute oF DermatovoGy.—5.30 p.m., Dr. R. M. B. MacKenna: 
clinical demonstration 

InstiruTe OF DISEASES OF THE CHEST.—S p.m., Dr. K. M. Citron: clinical 
demonstration. 


INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., Mr. Kenneth McLay: 
Tests of Vestibular Function (1D). Open iecture and demonstration for 
trainees in the specialty. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—(1) 10 a.m., Mr. J. E. Piercy: 
Surgical Aspects of Malignant Tissue of the Thyroid ; (2) 4 p.m., Professor 
H. Harris: Inborn Errors of Metabolism. 


Saturday, February 25 

BIOCHEMICAL Soctety.—At Physics Lecture Theatre, Imperial Colles: 
London S.W., 10.10 a.m., 403rd meeting. 

CAMBRIDGE UNIVERSITY MEDICAL SCHOOL.—At Lecture Room * B,"* Adden- 
brooke’s Hospital, Symposium in Orthopaedics and Physical Medicine. 
Morning, 10.30 a.m., Mr. R. W. Butler: Osteoarthritis; 11.30 a.m., 
Mr. T. J. Fairbank: Lumps on the Limbs ; 12.15 p.m., Mr. A. C. Hume: 
Fractured Neck of Femur. Afternoon, 2.15 p.m., Mr. R. W. Butler: 
Osteomyelitis ; 3 p.m., Any Questions ; 4 p.m., Dr. W. A. Fell: Use and 
Abuse of Cortisone and Hydrocortisone. 


Sunday, February 26 
INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—-10.15 a.m., Mr. K. G. Rotter: 
Seminar—Common Ear, Nose, and Throat Conditions. 


APPOINTMENTS 


NORTH-WEST METROPOLITAN REGIONAL HoOspitaL Boarp.—I. 
Mackenzie, M.D., F.R.C.P., Consultant rr we Bedford General Hos- 
pital; K. W. G. G. Heathfield, M.D., R.C.P., Consultant Neurologist, 
Luton and Dunstable Hospital; P. B. “oo B.M., B.Ch., M.R.C.P., 
Consultant Neurologist Lister Hospital; G. S. Ramsay, M.B., BS. 
F.R.C.S., Consultant Surgeon, Royal London Homoeopathic Hospital : 
H. C. Nohl, D.M., F.R.C.S., Consultant Thoracic Surgeon, Harefield, 
Hillingdon and West Middlesex Hospitals and associated clinics ; Johanna 
E. G. Brieger, M.B., B.Chir., M.F.Hom., Senior Hospital Medical Officer. 
Royal London Homoeopathic Hospital. / 

SCHLEYER-SAUNDERS, E., M.D., F.I.C.S., Honorary Consulting Gynaeco- 
logist, Italian Hospital, Queen Square, London. 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 

Howarth.—On February 1, 1961, at Billinge Hospital, Wigan, Lancs, to 
Aileen (formerly Smith), M.B., B.Ch., and Roderic F. B. Howarth, M.B., 
B.Ch., of Copperas Lane, Haigh, near Wigan, a daughter. : 

Littlewood.—On February 3, 1961, to Christena, wife of Mr. Martin 
Littlewood, of Maghull, near Liverpool, a sister for Sheelagh, Mary, and 
Clare. 

Mercer.—On November 5, 1960, at Princess Royal Maternity — 
Huddersfield, Yorks, to Pamela, wife of Michael H. Mercer, M.B., 
a sister for Nigel, Nicholas, and Lucy—Emma Rachel. 

Naylor.—On January 18, 1961, at Ann Arbor, Michigan, U.S.A., to Paz, 
wife of Dr. Bernard Naylor, a son—Joseph Fitzgerald. 


DEATHS 


Bellew.—On January 28, 1961, at 200 Melton Road, West Bridgford, Notts, 
Thomas Mulholland Bellew, M.R.C.S., L.R.C.P. 

Benzecry.—On January 21, 1961, in hospital, Judah Samuel Benzecry, M.B.. 
B.S., of London W. 

Black.—On January 30, 1961, at Sunderland Royal Infirmary, Robert Black, 
M.B., Ch.B., D.P.H., of Mill Hayes, Hetton-le-Hole, Co. Durham, 
aged 60. 

Brodigan.—On January 15, 1961, at her home, Cowes, Isle of Wight, 
Margaret Brodigan, M.B., D.P.H., D.C.H., D.Obst.R.C.0.G. 

Clarke.—On January 28, 1961, at j09 Hoe Street, Walthamstow, London E., 
James Clarke, M.R CS., L.R.C.P. 

Dainty.—On January 26, 1961, in hospital, at Lisbon, Ralph George Dainty, 
of 61 Queen Anne Street, London W. 

Dangerfield.—On January 25, 1961, Arthur Dangerfield, M.B., F.R.C.S.Ed., 
D.T.M.&H., of Overbeck Cottage, Sinnington, York, aged 79. 

Dyke.—On January 29, 1961, Gerard Ferdinand Eugene Dyke, M.B., B.S., 
of 11 Evans Avenue, Allestree, Derby. 

Farr.—On January 19, 1961, at his home, Carfax, Eastham Rake, Eastham, 
Wirrall, Cheshire, Walter Mayne Farr, M.B., B.Ch. 

Gilles.—On January 23, 1961, at Bichi, Northern Nigeria, Eric Christian 
Gilles, O.B.E., D.Sc., L.R.C.P.&S.Ed., M.P.H., aged 5 

Gray.—On January 20, 1961, James Smith Gray, M.B., ChB. of Sileby, 
Leics, aged 81. 

Hennessy.—On January 28, 1961, at 25 Winchester Road, Worthing, Sussex, 
Patrick Howard Hennessy, M.B., C.M., late of Malaya. 

January 27, 1961, at Hayling Island, Geoffrey Hungerford, 
L.R.C.P.& 

Inglis.—On January 19, 1961, Thomas Pollock Inglis, M.C., M.B., Ch.B.. 
of Whipps Cross Road, Leytonstone, London E, 

Iredell.—On January 30, 1961, at the home of his daughter, Springs Farm, 
Fittleworth, Sussex, Charles Edward Iredell, M.D., M.R.C.P. 

Mackenzie.—On January 30, 1961, at Inverness, George Doughty Mackenzie, 
M.B., Ch.B., of 1 Ardross Street, Inverness. 

Macmillan.—On January 25, 1961, at Derbyshire Royal Infirmary, 
a oy Macmillan, M.B., Ch.B., D.P.H., of 5 Trinity Terrace, Derby, 
aged 59, 

Maughan.—On January 13, 1961, at his home, Cornwall, John St. Aubyn 
Maughan, L.R.C.P.&S.Ed., L.R.F.P.S., Colonel, A.M.S., retired. 

Meagher.—On January 13, 1961, at the Kent and Sussex Hospital, Tun- 
bridge Wells, Kent, Edward Thomas Meagher, M.R.C.S., L.R.C.P., 
Surgeon Rear-Admiral, R.N., retired, of Crowborough, Sussex, aged 90. 

Meek.—On January 25, 1961, at Midhurst Cottage Hospital, Sussex, 
Donald Meek, V.R.D., M.B., Ch.B., aged 73. 

Morgan.—On January 25, 1961, at 48 Talbot Road, Wrexham, Denbighshire, 
Jenkin Evan Eirof Morgan, M.B., B.Ch., formerly of Llanon, Cards. 

Mowat.—On January 22, 1961. in a nursing-home, George Mowat, M.B., 
Ch.B., of Astley House, Astley Bridge, Bolton, Lancs, aged 85. 

Paterson.—On January 14, 1961, at 11 Coombe Corner, ro oe Hill, 
London N., Eirene Victoria Paterson (formerly Croll), M.B, 

Pottinger.—On January 23, 1961, at St. Mary’s tal, 
Joseph Hector Pottinger, M.B., Ch.B., D.P.H., D.T.M., D.T.H., formerly 
of Nigeria. 

Scarlett.—On January 12, 1961, James Henri Stuart Scarlett, L.M.S.S.A., 
of Shortlands, Kent. 

Thorneiy.—-On January 17, 1961, at — Place, near Colchester, Essex, 
William Thornely, M.B., B.Ch., aged 91. 

Woods.—On January 15, 1961, Harold Fergie Woods, M.D., F.F.Hom. 
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Any Questions ? 


We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Treatment of Kerosene Poisoning 


Q.—It has been said that the stomach ought not to be 
washed out in cases of kerosene (paraffin) poisoning. Is 
there any basis for this statement, and, if so, what is con- 
sidered to be the best treatment ? 


A.—The whole question of kerosene poisoning is at 
present somewhat controversial and awaits some further 
critical survey. As matters stand at present, it would seem 
that gastric lavage properly carried out is indicated when 
a quantity has been swallowed.' There does not appear to 
be any other treatment except symptomatic, such as for 


shock if present. 
REFERENCE 


1 George. B., Med. Sci. Law, 1961, 1, 145. 


Absent Upper Incisor 


Q.—A baby aged 24 months has an absent upper incisor. 
The father also has this defect, but it is not known whether 
it was the-case with his milk teeth. Is this defect likely to 
be inherited, and, if so, what are the probabilities ? 

A.—There has been no statistical investigation from which 
exact probabilities have been worked out in this type of 
case. The congenital absence of incisor teeth is, however, 
often a hereditary condition dominant in nature; in that 
case there is a 1 in 2 chance of a child of a parent with a 
missing incisor having the same condition. Absence of 
deciduous teeth is much rarer than absent permanent teeth. 
In view of the family history in this case, the probability 
of the permanent successor to the missing tooth being also 
absent is extremely high. 


Oestrogens in the Climacteric 


Q.—! give injections of oestradiol valerate 10 mg. to 
patients with menopausal symptoms. Is there any danger 
in giving this regularly every three to four weeks for some 
years ? 

A.—In general, the oral administration of oestrogens in 
low dosage (e.g.. stilboestrol 0.2 mg. daily) and in interrupted 
courses of a month is the preferable method of treating the 
climacteric syndrome—when advice and simple sedation are 
not by themselves adequate for the purpose. Continuous 
oestrogen therapy is definitely inadvisable, since it is likely 
to lead to prolonged, heavy uterine bleeding which may 
be very difficult to control and carries a_ theoretical 
possibility of carcinogenesis which interrupted therapy does 
not. Since oestradiol valerianate is a potent form of 
oestrogen with prolonged action, an injection at three to 
four weekly intervals would be approaching continuous 
therapy and so ill-advised at the climacteric. A further 
objection to the use of relatively large doses of oestrogens 
is that the marked drop in available oestrogen, whenever 
treatment is stopped, is certain to lead to a recurrence of 
symptoms. One of the reasons for low-dosage oestrogen 
therapy is that this objection is less likely to hold. 


D.H.A. in Vitiligo 
Q.—Has dihydroxyacetone (D.H.A.) been used in the 
treatment of vitiligo, and, if so, with what results? What 
preparation is used ? 


A.—Dihydroxyacetone is sold as a cosmetic for producing 
a tan. There are many different commercial products. The 
probable solution is as follows: D.H.A. 2.5, glycerin 2.5, 
methylated spirits 33, water to 100. It does not bring about 
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repigmentation in vitiliginous skin, but it is of considerable 
cosmetic value. Paintings are applied from one to four times 
at hourly intervals. Reactions vary in depth of tint. Colour 
appears six to ten hours after painting and persists for five 
to eight days. 


Immunization After Nephritis 


Q.—Is primary or “ booster” triple-antigen immunization 
contraindicated in a child aged 5 who recovered from acute 
nephritis 4 months ago ? 


A.—There is no reason why a child of 5 years who has 
recovered (presumably completely) from acute nephritis 
should not be given triple antigen. None of the components 
of the vaccine is likely to cause any unusual reaction in such 
a subject. But the question arises: Is triple antigen desirable 
at this age? It would seem preferable that at 5 years, 
when the greatest danger from whooping-cough has passed, 
the prophylactic should be diphtheria and tetanus vaccine. 


Over-protecting the Well-protected 

Q.—-Is there any contraindication to including the pertussis 
fraction in a booster triple-antigen injection in a child aged 
5 who has had whooping-cough, in spite of triple antigen in 
infancy ? 

A.—There is no contraindication to giving pertussis 
vaccine again to a child of 5 years who has had whooping- 
cough, but it would be quite unnecessary. The child, given 
primary immunization in infancy and having survived an 
attack of the disease, must at the age of 5 years be reason- 
ably well protected against whooping-cough. In any case, 
at this age he has passed the danger period of severe 
whooping-cough and there would be little point in reinforcing 
his immunity ; diphtheria and tetanus vaccine would be the 
prophylactic of choice. 


Sterilizing Dropped Instruments 


-Q.—Does immersion of dropped instruments in a solution 
of “instrument dettol” for a period of two minutes, 
followed by rinsing in sterile water, sterilize them 
sufficiently to use safely ? 

A.—Although “ dettol ” is of value in medicine. it is not 
a sufficiently powerful antiseptic for the purpose suggested. 
Nor is washing in water after treatment with an antiseptic 
advisable, because apparatus for the supply of sterile water 
in operating theatres is not always as efficient as it should 
be, and the containers into which it is dispensed may have 
been exposed for so long a time that they are no longer 
sterile. For these reasons a stronger antiseptic is advisable, 
and it should be dissolved in a fluid that will disappear 
rapidly. Formalin solution B.P.C.; diluted one in ten in 
propyl alcohol, meets these specifications. After immersion 
of instruments in this solution and exposure to the 
atmosphere most of the spirit should evaporate within a 
minute or so. Any that remains can be removed by wiping 
with a sterile swab. This is less objectionable than washing 
in supposedly sterile water. 


Postural Hypotension 


Q.—Do most benic1 hypertensive cases have postural 
hypotension ? 

A.—In the normal subject the blood-pressure in the 
arms rises very slightly on assuming the vertical position. 
According to Pickering,’ the blood-pressure at heart level 
remains unchanged, there being vasodilatation in the head 
and neck and vasoconstriction in the lower extremity. These 
responses remain unchanged in essential hypertension. 
However, Smithwick’ claims that, although most patients 
with essential hypertension have a slight rise in systolic 
and diastolic pressure on standing, a minority have a fall 
in the systolic pressure and no change or a slight fall in 
diastolic pressure. He maintains, however, that a fall in 
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pressure is unusual in essential hypertension and should 
suggest the possibility of some other cause such as 
phaeochromocytoma, renal disease, or hyperaldosteronism. 

In patients with hypertension from any cause treated by 
sympathectomy or ganglion-blocking agents there is, of 
course, a marked postural fall in blood-pressure when the 
patient stands up. 

REFEKENCES 


! Pickering, G. W., High Blood Pressure, 1955. J. and A. Churchill, 
London. 

* Smithwick, R. H., Hypertension: The First Hahnemann Symposium on 
Hypertensive Disease, ed. John Moyer, 1959. W. B. Saunders, Phila- 
delphia and London 


Hackett’s Sclerosing Solution 
Q.—Can you please give me the formula of Hackett's 
sclerosing solution for intramuscular injection ? 
A.—-The formula of Hackett’s sclerosing solution (zinc 
sulphate—phenol stock solution) is: 


Zinc sulphate .. 8 g. 

Liquid phenol... 12 ml. 
Glycerin .. 24 mi. 
Distilled water .. ae me add to 100 ml. 

The solution for injection is mixed as follows : 

Zinc sulphate-phenol stock .. Par 4 ml. 
Amethocaine 0. 42 ml. 
Normal saline .. i 42 ml. 


This solution is not intended for iloneiitie injection 
but for provoking aseptic inflammation, followed by 
scarring with contracture, in ligaments. Hackett’ describes 
the process as fibroosseous proliferation. It is clearly well 
suited to mechanical lesions at the lower lumbar spine. 
Here increased stability of the intervertebral joint held by 
ligaments rendered more taut is an obvious advantage. 
Hackett advises three injections at weekly intervals, where- 
upon the patient has to wait another month for the process 
to becorne complete. 

REFERENCE 


Hackett, G. S., Ligament and Tendon Relaxation, 1958. Thomas, 
Springfield, U.S.A, 


Inheritance of Facio-scapulo-humeral Muscular 
Dystrophy 
Q.—A young woman's father and elder brother both 
developed muscular dystrophy of the facio-scapulo-humeral 
type. What are the chances of her children developing the 
disease if she marries ? 


A.—The facio-scapulo-humeral type of muscular 
dystrophy nearly always behaves as if due to a dominant 
mutant gene, and this is probably the case here too, since 
father and son are affected. The chance at birth that the 
young woman inherited the gene concerned, and would 
develop the disease, was | in 2. and, since she is a young 
woman, she may still develop it. The total risk to any 
child of hers is a little less than 1 in 4, and will improve 
as she gets older without having developed the disease. If 
she does develop the disease, then the risk to her children 
will be I in 2. 

The genetic status of shoulder-girdle types without facial 
involvement is less certain; families suggesting both 
dominant and autosomal recessive inheritance have been 
described.'* However, if this is the correct diagnosis in 
this family, the family history suggests dominant inheritance, 
and the risks given above still apply. 


REFERENCES 


4 Becker, P. E., Acta Genet. (Basel), 1957, 7, 303. 
2 Walton, J. N., Ann. hum. Genet., 1955, 20, 1. 


Epidermolysis Bullosa 


Q.—Is there any effective treatment for epidermolysis 
bullosa ? 


A.—There is no effective treatment for epidermolysis 
bullosa. 


Long Incubation in Scarlet Fever 

Q.—I have observed a few instances of typical, though 
mild, scarlet fever with a positive throat swab and with an 
incubation period of 2 to 3 weeks, judging by its spread 
within the family. What is the explanation of this lengthy 
incubation period for the group A haemolytic streptococcus ? 
I have also seen rather more instances of the same condition, 
including a long incubation period, in which throat swabs 
are negative, both in the patient and in the siblings. What 
is this disease ? 

A.—The explanation of the apparently long incubation 
period probably lies in the low infectivity of mild scarlet 
fever. When a child sickens with scarlet fever it does not 
follow that all the other susceptibles in the family are 
simultaneously infected. It is a matter of degree of infec- 
tivity: a child with measles is highly infectious, and the 
majority of exposed susceptibles develop measles within 
the recognized incubation period: a child with scarlet fever 
may be only slightly infectious at the outset, but should he 
develop minor complications, such as rhinitis, he becomes 
much more infectious. The infectivity of a streptococcal 
carrier also varies according to the state of his mucosa, and 
such a carrier in a household might explain the occurrence 
of a series of cases of scarlet fever occurring after apparently 
long incubation periods. 

When throat swabs are negative in a series of patients 
then the disease can hardly be scarlet fever. “ Fourth 
disease ” has a long incubation period and a scarlatiniform 
rash followed by desquamation—but there is some doubt 
whether such a disease really exists. Rubella may be a 
difficult: disease to diagnose from scarlet fever. 


NOTES AND COMMENTS 


Napkin-rash.—Dr. A. Wuite (Amersham, Bucks) writes: I was 
surprised that in reply to the question for a suggested cure for a 
persistent napkin-rash (“* Any Questions ? ”” November 26, p. 1616) 
no mention was made of the possible danger of using boric acid in 
the final rinse of the napkin. Absorption of boric acid through 
the skin of excoriated buttocks has caused poisoning and death in 
the young child, and is especially dangerous for long-continued 
use. The so-called ‘“‘ ammonia rash” caused by the action of 
urea-splitting organisms in the bowel acting upon the urea may 
also be a cause of persistent napkin-rash. This condition 
can be treated both therapeutically and prophylactically by 
benzalkonium chloride in the form of a cream. 


Corrections.—The N.H.S. basic price of ‘‘ furamide” should 
have been given as 43s. 9d. in “* To-day’s Drugs ’”’ (January 28, 
page 285). The results of the five-day course were referred to, 
but at present the manufacturers state that they recommend a 
10-day course of administration. 

We regret a misprint in Mr. N. Slade’s letter on control of 
urinary infections (Feb. 4, p. 361). The seventh line should have 
read “ but fortunately it is normally due . . .”’, not “ unfortunately.” 


Collected Articles from the “ British Medical Journal ” 


The following books are available through booksellers or 
from the Publishing Manager, B.M.A. House. Prices, which 
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